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A new variant of Creutzfeldt—Jakob disease in the UK

R G Will J W Ironside, M Zeidler, S N Cousens, K Estibeiro, A Alperovitch, S Poser, M Pocchiari; A Hofman, P G Smith

Summary

Background Epidemiological surveillance of Creutzfeldt—Jakob disease (CJD) was reinstituted in the UK in 1990 to
identify any changes in the occurrence of this disease after the epidemic of bovine spongiform encephalopathy (BSE) in
cattle.

Methods Case ascertainment of CJD was mostly by direct referral from neurologists and neuropathologists. Death
certificates on which CJD was mentioned were also obtained. Clinical details were obtained for all referred cases, and
information on potential risk factors for CJD was obtained by a standard questionnaire administered to patients’
relatives. Neuropathological examination was carried out on approximately 70% of suspect cases. Epidemiological
studies of CJD using similar methodology to the UK study have been carried out in France, Germany, Italy, and the
Netherlands between 1993 and 1995.

Findings Ten cases of CJD have been identified in the UK in recent months with a new neuropathological profile. Other
consistent features that are unusual include the young age of the cases, clinical findings, and the absence of the
electroencephalogram features typical for CJD. Similar cases have not been identified in other countries in the
European surveillance system.

Interpretation These cases appear to represent a new variant of CJD, which may be unique to the UK. This raises the
possibility that they are causally linked to BSE. Although this may be the most plausible explanation for this cluster of
cases, a link with BSE cannot be confirmed on the basis of this evidence alone. It is essential to obtain further
information on the current and past clinical and neuropathological profiles of CJD in the UK and elsewhere.

National CJD Surveillance Unit, Western General Hospital, Edinburgh EH4 2XU, UK (R G Will FRCP, J W Ironside
MRCPath, M Zeidler MRCP, K Estibeiro BSc); Department of Epidemiology and Population Science, London School of
Hyglene and Tropical Medicine, London, UK (S N Cousens Dip Math Stat, Prof P G Smith DSC); INSEAM, Hopital de
la Salpetrlere, Paris, France (A Alperovitch MD); Klinik und Poliklinik fur Neurologie, GeorgAugust— Universitat,
Gottingen, Germany (S Poser MD); Laboratorio di Virologia, Istituto Superiore di Sanita, Rome, ltaly (M Pocchiari
MD): Erasmus University, Rotterdam, The Netherlands (Prof A Hofman MD) Correspondence to: Dr R G Will

Introduction

Because of the epidemic of bovine spongiform encephalopathy (BSE) in cattle, surveillance of Creutzfeldt— Jakob
disease (CJD) in the UK was reinstituted in May, 1990. The purpose of the surveillance is to identify changes in the
pattern of CJD which might indicate an association with BSE. We report ten cases of CJD in the UK with clinical onset
of disease in 1994 and 1995. These cases all have neuropathological changes which, to our knowledge, have not been
previously reported. They are also unusual in that they occurred in relatively young people, and the clinical course was
not typical of cases of sporadic CJD in the UK.

Methods

Since May, 1990, cases of CJD have been identified to the CJD Surveillance Unit, usually by direct referral from
professional groups, which include neurologists and neuropathologists. All death certificates in the UK on which CJD is
mentioned are obtained and some cases are identified retrospectively in this way; some are identified from other
sources. Clinical details are obtained for all cases, and information on potential risk factors for CJD is obtained with a
standard questionnaire, usually administered to a close relative of the case. After obtaining informed consent from the
relatives or patients, blood is obtained for DNA analysis in most patients. Information on all known cases of CJD in
England and Wales since 1970 and in Scotland and Northern Ireland since 1985 is also available from previous surveys
of CJD[1]. Parallel studies of CJD have been carried out in France, Italy, Germany, and the Netherlands between 1993
and 1995 with similar methods[2].

Whenever possible, neuropathological examination is carried out on cases and suspect cases notified to the CJD
Surveillance Unit. Such examinations have been done on about 70% of cases notified since May, 1990, either by referral
for necropsy in Edinburgh or in cooperation with neuropathologists in other centres who refer cases after diagnosis.
Blocks from the frontal, temporal, parietal, and occipital cortex; basal ganglia; thalamus; hypothalamus; cerebellum
midbrain; pons; and medulla are fixed in formalin. Blocks are immersed in 96% formic acid for 1 hour before routine
processing into paraffin wax. Sections are cut at 5um and stained by conventional histological techniques and
immunocytochemistry for prion protein (PrP). Pretreatments for immunocytochemistry with two monoclonal PrP
antibodies (KG9 and 3F4)[3] include incubation in 96% formic acid for 5 min, then 4 mol/L guanidine thiocyanate for 2
hours, and hydrated autoclaving at 121deg.C for 10 min.

Results

Patients
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Of the 207 cases of CJD examined neuropathologically since May, 1990, ten have neuropathological findings that
flea]r)ly distinguish them from other cases examined by the CJD Surveillance Unit (two have been reported previously
4,5]).

<30 30-34 35-39 40-44
1970-79 0 2 3 2
1980-84 1 1 3 1
1985-89 0 0 3 3
1990-94 0 0 1+ 2
1995-96++ 5(1) 2(1) 0 1

*Excludes known iatrogenic and inherited cases. **England and Wales only for the period 1970 84. ++Numbers in
brackets indicate patients alive. +Died before May 1990.

Table 1: Known cases of sporadic GJD* in the UK, **1970-96, dying aged less than 45 vears

These ten cases (four male) had disease onset from February, 1994, to October, 1995. One came to the attention of
the GJD Surveillance Unit in March, 1995, and the other nine between October, 1995, and January, 1996. The ages at
death of the eight patients who have died range from 19 to 41 years (median 29). Two patients remain alive at ages 18
and 31 years. Intervals between disease onsets and death range from 7.5 to 22.5 months (median 12). Surviving
patients in March, 1996, have disease durations of 6 and 22 months. These patients are relatively young compared with
most patients with CJD and their disease duration is relatively long. Among 185 cases of sporadic CJD identified since
May, 1990, average age at onset was 65 years and median duration of disease four months; for half of these patients,
duration was 2.5 to 6.5 months. Since May, 1990, only two other sporadic cases of CJD with age less than 45 years
have been identified, both aged 44 years. These cases had disease onsets in 1993 and 1994: neither showed the
neuropathological changes described.

Table 1 shows the cases of CJD dying in England and Wales between 1970 and 1984 and in the UK from 1985 to 1996
at age less than 45 years. Six cases of CJD aged less than 30 years and three aged 30 to 34 years have been identified
since 1990—all these cases were identified within the last 10 months. In comparison only one case of CJD aged less
than 30 years and three aged 30 to 34 years were identified between 1970 and 1989. We have been able to examine
pathological material from one of these earlier cases which did not show the neuropathological pattern described in this
report and in the three other cases review of neuropathological reports did not suggest this pattern.

Clinical course

The clinical course of disease in the ten patients was distinct from that usually seen in sporadic CJD (table 2). Nine
had behavioural changes as an early clinical feature and were referred to a psychiatrist. In four patients, an early
symptom was dysaesthesiae and in another, pain in the feet persisted throughout the illness. Nine patients developed
ataxia early in the course of the disease. While all patients developed progressive dementia, in only two was memory
impairment part of initial clinical presentation. Seven of the patients developed myoclonus, often late in the course of
the disease, and three had choreoathetosis. None of the cases had the electroencephalographic (EEG) features usually
associated with CJD. :

With established diagnostic criteria for CUD[6] none of these cases would have been classified as “probable” cases of
CJD on clinical grounds. At the time of initial referral to the CJUD Surveillance Unit, two patients were classified as
definite cases (after brain biopsy) and another as a possible case, while the remaining seven did not fulfil the criteria for
even “possible” CJD.

Information on PrP genotype is available for eight cases. All were methionine homozygotes at codon 129 of the PrP
gene and none of the known mutations associated with the inherited forms of CJD was identified. In a study of codon
129 genotypes in sporadic CJD in the UK, 1990 93, 83% of cases (n=111) were methionine homozygotes.

Neuropathological features

Neuropathological examination in all ten cases showed spongiform change and PrP plagues confirming the diagnosis of
CJDI[6]. In two cases investigated by cerebral biopsy and in the eight necropsy cases, neuropathological features were
uniform, with spongiform change in a relatively sparse distribution throughout the cerebral cortex (although all areas
were involved to a variable extent in each case who came to necropsy). Spongiform change, neuronal loss, and '
astrocytosis were most evident in the basal ganglia and thalamus, and were present focally in the cerebrum and
cerebellum, most evidently in areas with confluent spongiform change.

The most striking and consistent neuropathological abnormality in all cases was PrP plaques. In the eight necropsy
cases, plaques were extensively distributed throughout the cerebrum and cerebellum, with smaller numbers in the basal
ganglia, thalamus, and hypothalamus. Many of these plaques resembled kuru-type plaques with a dense eosinophilic
centre and pale periphery and, unusually for this type of lesion, were surrounded by a zone of spongiform change
(figures 1 and 2). This unusual feature was not seen in any of the other 175 sporadic CJD cases investigated. Similar
lesions have, however, been described in scrapie, where they have been referred to as “florid” plaques[7].
Immunocytochemistry for PrP showed strong staining of these plaque-like lesions, but also showed many other smaller
plaques, which appeared both as single and multicentric deposits. PrP deposition was also seen in a pericellular
distribution in the cerebral cortex and in the molecular layer of the cerebellum, the pattern of which suggested
deposition around small neurons (figure 3). Plaque and pericellular PrP deposits occurred throughout the cerebrum and
cerebellum, and were clearly visible in the absence of confluent spongiform change in the surrounding neuropil. In the
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basal ganglia and thalamus, a perivacuolar pattern of PrP staining was also seen, with linear tract- like deposits within
the grey matter. PrP plaques were also noted in these regions although there were fewer than in the cerebrum and
cerebellum (figure 4).

Age Sex Year Year of Duration of Presenting Psychiatric Ataxia Dementia Myoclonus

at of death illness symptom symptoms

onset onset (months)

16% F 1994 Alive >22 Dysaesthesiae + + + +

18% M 1994 1995 1 Behavioural + + + +
change '

19 M 1995 1996 13 Personal ity + + +
change

26 F 1994 1996 22.5 Dysaesthesiae + + + +

28% F 1995 1996 10 Memory + + + +
impairment

28 F 1995 1995 11 Behavioural + + + +
change

29 F 1994 1996 17 Depression + + +

29 M 1995 1995 7.5 Foot pain + + + +

31 M 1995 Alive >6 Memory + + +
impairment

39 F 1994 1996 21 Dysaesthesiae + + + +

*Already published (references 4, 5, and 18).
Table 2: Characteristics of ten cases of CJD in the UK

These quaﬁt_a_t_iy_qﬂiff_e_@annaLure of the neuropathological lesions and morphology of PrP deposits werg
“atched by an apparent increase in the amount of PrP _deposited in all grey— matter régions ¢ompared with sporadic
cases, 12 iatrogenic cases, six cases of inherited CJD, and in four cases of Gerstmann—Straiussier—Scheinker -
Syndrome.

Risk factors

Information on potential risk factors for CJD is available for nine cases. None had a history of potential iatrogenic
exposure to CJD through neurosurgery or human—pituitary—derived hormones, and none had had a blood transfusion.
Four cases had no history of any operation, four had undergone minor surgery (two tonsillectomy in 1975 and 1991, one
a foot operation in 1984, one a dilatation and curetage in 1989), and one had had a caesarean section (1974),
colonoscopy (1992, 1994), and laparoscopy (1986). One patient had worked as a butcher from 1985 to 1987 and another
had visited an abattoir for two days in 1987. None had ever worked on farms with livestock, although one patient had
spent 1 week’s holiday a year on a dairy farm between 1976 and 1986. There was no record of BSE in this herd. All nine
cases were reported to have eaten beef or beef products in the last 10 years, but none was reported to have eaten
brain. One of the cases had been a strict vegetarian since 1991.

Discussion

The ten cases of CJD in this report are remarkable in that they have a specific neuropathological profile which, to our
knowledge, has not been described previously[6,8] and which is so consistent that neuropathological samples from the
cases are virtually indistinguishable. The cases are further characterised by having remarkably low ages at onset for
CJD and other atypical features, including a generally protracted and unusual clinical course and absence of EEG
changes typical of CJD. These findings raise the possibility that the cases represent a new clinicopathological variant
of CJD.

Effect of age

It is possible that the unusual neuropathological profile of these cases is due to their young age. Review of published
reports on previous young patients worldwide did not reveal any descriptions of neuropathology similar to these UK
cases. In 14 cases of CJD aged less than 30 years previously reported outside the UK, plaques are described in only
one, and in this report the possible diagnosis of Gerstmann— Straussler— Scheinker syndrome was raised. In four of
these cases,[9-12] pathological reports have been reviewed and there was no evidence of PrP plaques (Paul Brown,
personal communication). We did immunocytochemical staining on another of these cases of CJD aged 27 years from
Poland (courtesy of Professor Kulczycki) and on.a 16— year— old patient from the UK dying of CJD in 1980, and there
was no evidence of plaque formation in either case. We also did immunocytochemical staining on 11 cases of CJD
developing after administration of human growth hormone (mean age 27.5 years) and although PrP plaques were
present predominantly in the cerebellum, the neuropathological features in these cases'3 were otherwise quite distinct
from the young patients in this report. We emphasise that plaque distribution and spongiform change in these ten young
cases were clearly apparent on routine light microscopy. Current evidence suggests, therefore, that the pathological
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profile in these cases is unlikely to be simply an age— related feature.

CJD has been described previously in young patients, but these are usually isolated case reports[9-12] and in
systematic surveys the identification of CJD in patients aged less than 30 years old is exceptional. In the UK, only one
such case was identified between 1970 and 1989. In France, between 1968 and 1982[14], only two patients aged less
than 30 years old were identified; only one was identified in Japan between 1975 and 1977; and none at all in Israel
between 1963 and 1987. Additional cases aged less than 40 years have been identified through the European
surveillance project on CJD (1993~ 95); two cases aged 22 and 34 years old were found in the Netherlands; two aged
31 and 33 years old in Germany; two aged 26 and 37 years old in France; and one aged 37 years old in Italy. Six of
these cases are judged on clinical evidence not to be similar to the cases described in this report. Neuropathological
information is available on two of these six cases, neither of which showed the characteristic changes. In the remaining
case, full neuropathological information will be available shortly.

Case ascertainment

The overall incidence of CJD has risen in the UK in the 1990s[15], although this is due mainly to an increase in the
incidence of CJD in those aged over 75 years (these cases have a typical clinicopathological profile). The most likely
explanation for this is improved ascertainment of CJD in the elderly, with the possible implication that the identification
of young cases of CJD may be due to similar improved case ascertainment due in part to the publicity surrounding the
BSE epidemic. It is noteworthy that three of the ten cases in this report were notified to the CJD Surveillance Unit as
suspect cases of CJD only after biopsy samples had been examined. In the absence of neuropathological examination,
these cases might not have come to the attention of the CJD Surveillance Unit. It seems likely, however, that patients
of this age dying of a progressive neurological condition would have undergone necropsy in the past. Two cases came
to the attention of the CJD Surveillance Unit through unconventional means (through a newspaper report and after a
clinical presentation of other cases) which led to their notification earlier than would otherwise have been the case. All
of the ten cases were identified over 10 months and although there was extensive publicity surrounding two young
cases in late 1995, there has been considerable publicity regarding CJD and BSE since 1990. Other European countries
have undertaken systematic surveillance of CJD over a similar period and there has been no obvious increase in the
incidence of CJD in young patients despite detailed investigation.

There is a possibility that the diagnosis of such atypical cases may previously have been previously missed. Three of
the 14 cases discussed above were from Poland, aged 19, 23, and 27 years, and were identified in the course of a study
of subacute sclerosing panencephalitis (SSPE)[16] A recent review of the clinical details of suspect but unconfirmed
cases of SSPE held by the SSPE register in the UK has provided no evidence that cases of CJD were misdiagnosed as
SSPE in the UK. Although improved ascertainment remains a potential explanation for the identification of the young
patients we report, such information as is available does not support this interpretation.

Possible link with BSE

The first aim of the CJD Surveillance Unit has been to identify any changes in CJD that might be attributable to the
transmission of BSE to the human population. Although the small number of cases in this report cannot be regarded as
proof, the observation of a potentially new form of CJD in the UK is consistent with such a link. The common
neuropathological picture may indicate infection by a common strain of the causative agent, as in sheep scrapie in
which strains of the disease have been identified which can be distinguished on the basis of diseaseincubation period
and distinctive neuropathological profile in mouse models[17]. Exposure of the human population to the BSE agent is
likely to have been greatest in the 1980s, and especially towards the end of that decade, before the ban on the use of
specified bovine offal was introduced. This would be consistent with an incubation period of between 5 and 10 years for
these cases. T

If the present cases are due to exposure to the BSE agent and this accounts for the distinctive neuropathological
appearance, it is not clear why this previously unrecognised variant of the disease has been found only in persons
under the age of 45 years. The absence of this variant in older persons could be due to age- related exposure to the
agent; to reduced susceptibility among older persons; or to misdiagnosis of this variant of the disease in older age—
groups, especially in those in which dementia is more common.

We were alerted earlier to a possible link between CJD and BSE by our finding of an apparent excess of CJD among
cattle farmers[15]. Our interpretation of this was tempered by observations of high rates among cattle farmers in other
European countries in which BSE was either very rare or had not been reported. None of the four farmers showed the
neuropathological features described here, and all were consistent with previous experience of sporadic cases of CJD.

Conclusions

We believe that our observation of a previously unrecognised variant of CJD occurring, to date, only in persons under
the age of 45 years is a cause for great concern. That it is due to exposure to the BSE agent is perhaps the most
plausible interpretation of our findings. However, we emphasise that we do not have direct evidence of such a link and
other explanations are possible. That these cases have been observed now because of improved ascertainment cannot
be completely dismissed. It seems unlikely, however, that such a distinctive neuropathological pattern would have been
missed previously, especially among persons dying at a young age. It is essential to obtain information on the clinical
and neuropathological characteristics of young patients with CJD in Europe and elsewhere, and historically in the UK,
but proof of an association between BSE and CJD may depend on animal transmission studies and continued
epidemiological vigilance. If there is a causal link then, given the potentially long and widespread exposure to the BSE
agent, further cases of this new variant of CJD are likely to arise.

We thank J Mackenzie for data management, P Brown for reviewing an early version of the manuscript. J Collinge for
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assistance with the molecular analysis, and W B Matthews who initiated CJD surveillance in the UK in the 1980 for
advice. The CJD Surveillance Unit is funded by the Department of Health and the Scottish Home and Health
Department and suported by BBSRC (grant no 15/BS204814). The Concerted Action on CJD Surveillance in Europe
was funded through the EC Biomed I Programme. The epidemiological surveillance of CJD would not be possible
without the collaboration of neurologists and neuropathologists throughout the UK and Europe.
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Please click on each image for a larger image

Figure 1: Large kuru— type plaque surrounded by a zone of spongiform change in a cerebral cortical—- biopsy

-9



specimen (centre). A smaller plaque is also present (right) but spongiform change is sparse Haematoxylin and eosin.

Figure 2: Cerebral cortex in a case at necropsy with a large kuru- type plaque surrounded by spongiform change
(centre) with smaller lesions present in the surrounding neuropil (right and below) Haematoxylin and eosin.

Figure 3: Immunocytochemistry for PrP in the cerebellum shows strong staining of a kuru— type plaque (centre) with
multiple smaller plaques in the granular layer and abundant pericellular deposition in the molecular layer

Figure 4: Immunocytochemistry for PrP in the thalamus shows several large multicentric plaques (centre) with
perivacuolar and synaptic deposition in the surrounding neuropil

Reproduced with kind permission of the Lancet.
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Geographical distribution of variant Creutzfeldt-Jakob disease in

Great Britain, 1994-2000

Simon Cousens, P G Smith, H Ward, D Everington, R S G Knight, M Zeidler, G Stewart, E A B Smith-Bathgate,

M-A Macleod, J Mackenzie, R G Will

Summary

Background Geographical variation in the distribution of
variant Creutzfeldt-Jakob disease (vCJD) might indicate the
transmission route of the infectious agent to man. We
investigated whether regional incidences of vCJD were
correlated with regional dietary data.

Methods The National CJD Surveillance Unit prospectively
identified 84 people with vCIJD up to Nov 10, 2000, in
Great Britain. Their lifetime residential histories were
obtained by interviews with a close relative. Cumulative
incidences of vCJD by standard region were calculated.
Grid references for places of residence in 1991 were
identified and evidence of geographical clusters were
sought. Data on diet in the 1980s were analysed for
regional  correlations  with vCJD incidence. The
socioeconomic status of the places of residence of people
with vCJD was compared with that of the general
population.

Findings vCJD incidence was higher in the north of Great
Britain than the south. The rate ratio (north vs south) was
1-94 (95% C| 1-27-2-98). The mean Carstairs’ deprivation
score for areas of residence of people with vCJD was
—0-09 (—0-73 to 0-55), which is close to the national
average of zero. Regional rates of vCJD were correlated
with consumption of other meat or meat products as
classified and recorded by the Household Food
Consumption and Expenditure Survey (r=0-72), but not
with data from the Dietary and Nutritional Survey of British
Adults. Five people with vCID in Leicestershire formed a
cluster (p=0-004).

Interpretation Regional differences in vCJD incidence are
unlikely to be due to ascertainment bias. We had difficulty
determining whether regional variations in diet might cause
these differences, since the results of dietary analyses
were inconsistent.
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Introduction

Variant Creutzfeldt-Jakob disease (vCJD) was first
identified in the UK in 1996," and there is strong
evidence that it is caused by the same agent as bovine
spongiform encephalopathy (BSE).*” The main route of
infection in cattle was probably contaminated feed.®’

“The route by which people were infected with vCJD

remains uncertain. The National CJD Surveillance Unit
(CJDSU) in Edinburgh prospectively identifies people
with vCJD. Methods of case ascertainment have been
described.®! Definite cases are those confirmed
neuropathologically. Criteria for identification of
individuals as probable cases have been published,”®
and all those so identified for whom neuropathological
data have become available have been confirmed as
having vCJD. People with suspected vCJD are,
whenever possible, visited by a CJDSU neurologist and
a research nurse who, with informed consent, interviews
a close relative of the patient about a wide range of
factors, including lifetime residential history.

The geographical distribution of people with vCJD
might provide clues to its transmission routes. From
such data we have previously reported an apparent
excess of cases in the north of Great Britain." This
excess was difficult to interpret without an a priori
hypothesis for the regional distribution of vCJD. We
therefore aimed to look at the present distribution of
vCJD and examine whether it was related to dietary
data. Reports of a cluster of people with vC]D in an area
of Leicestershire have provoked much interest. We
therefore investigated vCJD clustering on the basis of
place of residence in 1991.

Methods
We noted the place of residence on Jan 1, 1991,
of each person with the disease. We chose this date
because accurate small-area census data by age are
available for Great Britain for 1991. Specified bovine
offals were banned in 1989. 1991 is likely to have been
close to the time of peak exposure; the peak would have
occurred in 1989 if the ban on specified bovine offals
had been effective, or 1992-93 if it had not.
We calculated crude cumulative incidences of vCJD for
the ten standard regions of Great Britain, with the
population aged 10 years and older at the 1991 census
as the denominator. We used data based on the
1991 census (source: the 1991 Census, Crown
copyright, Economic and Social Research Council
purchase). We did a statistical comparison of rates
in the north and south, which took account of ag¢
and sex, on the assumption that cases had a Poisson
distribution.

We located two sources of regional data on diet in t_he
1980s: the Dietary and Nutritional Survey of British
Adults;'? and the Household Food Consumption an
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Figure 1: Map of Great Britain showing place of residence in
1991 of 84 people with definite and probable vCJD, identified
up to Nov 10, 2000

vCJD=variant Creutzfeldt-Jakob disease.

Expenditure report for 1998.” The Dietary and
Nutritional Survey of British Adults was done in
1986-87. A weighed, 1-week dietary record was
obtained for 2197 adults aged 16-64 years. For regional
analyses, Great Britain was divided into four areas:
Scotland; north England; Wales; the midlands and
southwest England; and southeast England.'? The
Household Food Consumption arid Expenditure report
covered 1984-86, and was based on l-week records
from about 20 000 households of all foods that entered
the home for human consumption. Great Britain was
divided into nine areas that corresponded with the ten
standard regions, but with southeast England and East
Anglia combined.” We compared dietary data with
regional vCJD incidence by use of Spearman’s rank
correlation coefficient.

We identified the grid reference of each person
with vCJD’s place of residence in Great Britain at
the beginning of 1991 by postcode (AFD Postcode
Plus version 4.1.17). We also used the postcode to

identify the census enumeration district and ward in
which the person lived. An enumeration district is the
smallest managed census area, typically 150-250
households. Each enumeration district is the
responsibility of one census employee. A ward is a
group of enumeration districts. We used the Carstairs’
index to compare the affluence or deprivation of the
placesof residence (enumeration district) of people
with vC]JD with that of the general population. The :
indexis a composite measure available at enumeration
district level, and is based on overcrowding,
unemployment, social class, and car ownership."
The index has a mean of zero with negative values
indicating relative affluence and positive values
indicating relative deprivation.

We used Kulldorff and colleagues’ method'*'¢ to
look for clusters of cases. This method uses a spatial
scan statistic that can detect clusters of any size
anywhere in the study region, whether or not they
cross administrative borders. Circles of continuously
varying size centred on many different locations are
examined. For each circle, a likelihood ratio is
calculated for the hypothesis that there is an increased
risk of disease inside the circle against the null
hypothesis that there is not. The most likely - cluster
is that with the largest likelihood ratio. Statistical
significance of the cluster is assessed with a likelihood
ratio test, whose distribution under the null hypothesis
is obtained by Monte Carlo simulation, which takes
account of the multiple testing inherent in the
procedure.

Results

By Nov 10, 2000, we had identified 85 people with
vC]D in the UK, 75 of whom had died. 68 cases had
been confirmed neuropathologically. The other 17, ten
of whom remained alive, were classified as probably
having vCJD. Median age at onset was 26 years (range
12-74) and 42 (49%) were female. One person, who
had lived in Northern Ireland all their life, was excluded
from the subsequent geographical analyses—which are
thus based on 84 cases.

Figure 1 shows the geographical distribution of
people with vCJD. Table 1 and figure 2 show
cumulative regional rates of vC]JD. We previously
analysed the geographical distribution of the first 51
cases, distinguishing two areas.” The north was
four standard regions: Scotland, north England,
Yorkshire and Humberside, and northwest England.
The south was the remaining six regions: Wales, West
Midlands, East Midlands, East Anglia, southwest .

Standard region Number of people Number (cumulative
aged 10 years and  incidence per million) of
older at the 1991 people with vCJD by place

census (million) of residence in 1991

Scotland 4-4 13 (2-98)
North England 26 7 (2-66)
Yorkshire and Humberside 4.2 10 (2-38)
Northwest England 54 13 (2-41)
East Midlands 34 7 (2:03)
West Midlands 4-5 2 (0-45)
East Anglia 18 1 (0-56)
Wales 25 4(1-62)
Southeast England 15-0 21 (1-40)
Southwest England 4.1 6 (1-48)
Total* 47-8 84 (1-76)

vCJD=variant Creutzfeldt-Jakob disease. *Does not add up exactly due to rounding.
Table 1: Distribution of 84 people with vCJD by standard region
of residence on Jan 1, 1991
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Figure 2: Cumulative incidence up to Nov 10, 2000, of vCJD
per million people aged 10 years and above, by place of
residence on Jan 1, 1991

vCJD=variant Creutzfeldt-Jakob disease.

England, and southeast England. Table 2 shows
the distribution of people with vCJD between the
north and the south, distinguishing between those
cases included in the previous analysis and those
classified as cases subsequently (under an a priori
hypothesis). The excess of people with the disease
previously identified in the north (rate ratio, adjusted
for age and sex=1-94; 95% CI 1-12-3-36) seems to
have continued in subsequent cases (1-95; 0-99-3-86).
The estimated rate ratio for all 84 cases together was
1-94 (1-27-2-98).

We examined data on sporadic CJD cases since
May, 1990 (when the CJD Surveillance Unit was set

N Numh, lat

Region Number of peop ( ive incidence per million)-
aged 10 years and  of people with vCID by place of residence
older at the 1991 onlJan1, 1991
census (million)

First 51 cases  Subsequent  Total
cases

North* 166 26 (1-57) 17 (1-02) 43 (2:59)
Southt 312 25 (0-80) 16 (0-51) 41(1-31)
Total (rate ratio)t 47-8 51 (1-94) 33 (1-95) m

vCJD=variant Creutzfeldt-Jakob disease. *North=northwest England, Yorkshire and
Humberside, north England, and Scotland. tSouth=southwest England, southeast
England, Wales, West Midlands, East Midlands, and East Anglia. North versus south,
adjusted for age and sex.

Table 2: Comparison of cumulative vCJID incidence between
the north* and southt of Great Britain

up), to see whether rates of sporadic CJD were higher
in the north than the south. Up to 31 Dec, 1999, 151
sporadic CJD cases had been identified in the north
(population 19-1 million, annual mortality per
million=0-82) and 270 in the south (population
35-8 million, annual mortality per million=0-78).
We also looked at the regional distribution of
individuals who were referred to the unit as suspected
cases of vCJD but who were subsequently shown to
have some other condition or who are currently
thought unlikely to have vCJD. There were 15 such
individuals from the north (0-9 per million people
aged 10 years and older) and 35 from the south (1-1 per
million people aged 10 years and older).

Northern people with vCJD were slightly older
at onset than those in the south (median [range]
of 27 [12-74] wvs 24 [14-52] years, respectively,
p=0-24) and more were male people (25 of 43 vs 17 of
41, p=0-13). The mean Carstairs’ score for the
enumeration districts of the 84 cases was —0-09 95%
CI -0-73 to 0-55), which is close to the national
average (zero), and to the average adjusted for
regional distribution (0-11). The cases were evenly
distributed across the five quintiles of the index (data
not shown)

Table 3 shows data from the Dietary and Nutritional
Survey of British Adults’” on consumption of food
items most relevant to putative transmission of
BSE. Those items most likely to have contained
mechanically recovered meat or high-titre BSE agent
material from the central nervous system (burgers
and kebabs, sausages, meat pies and pastries, and
other meat products) showed no consistent pattern
of higher consumption in northern regions. People
in the north ate more meat pies and pastries than
those in the south, but those in southeast England
consumed the most burgers and kebabs and other meat
products.

Food type Mean quantity per person (g) by region
Scotland North England, East Midlands, Southeast

northwest East Anglia, England

England, and ~ West Midlands,

Yorkshire and ~ southwest England,

Humberside and Wales R
Beef and veal 351 342 319 362
Burgers and kebabs 170 166 139 205
Sausages 147 136 142 143
Meat pies and pastries 251 284 243 237
Other meat products 170 201 _1?1/__ L
Total 1089 1129 1040 1162

*From the Nutritional Survey of British Adults.”
Table 3: Regional variations in quantities of foods consum
per week from 1986 to 1987*

ed
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Food type Mean quantity per person (g) by region
Scotland North Yorkshire and Northwest East West Southwest Southeast . Wales
England Humberside England Midlands Midlands England England and
East Anglia

Carcass meat 325 362 359 377 373 392 395 382 355
Bacon 102 119 113 121 110 122 89 88 113
Poultry 158 192 174 199 175 212 196 205 191
Other meat and meat products 455 456 369 408 367 376 362 338 339
Total 1040 1129 1015 1105 1025 1102 1042 1013 998

*From Household Food Consumption and Expenditure: 1988.*

Table 4: Regional variations in quantities of foods per week brought into the home from 1984 to 1986 *

Table 4 shows data on meat consumption from the
Household Food Consumption and Expenditure
report for 1988,” for 1984-86. Four categories of
meat or meat products were distinguished. Carcass
meat included: joints; steaks; chops; and mince of
beef, pork, and lamb. The products most likely to
have contained bovine mechanically recovered meat
or high-titre BSE agent material from the central
nervous system were classed as other meat and meat
products. Consumption of other meat and meat
productsshowed some correlation with vC]JD incidence
(r=0-72, p=0-03) (figure 3), whereas for both carcass
meat and poultry the correlation was negative
(r=—0-70, p=0-04; and r=—0-68, p=0-04, respectively),
and bacon consumption was not correlated (r=0-12,
p=0-77).

We identified a group of five people with
vCJD in Leicestershire as the most likely cluster
(p=0-004). There were no other significant
(p<0-05) clusters. In particular, the cases in Kent
which have been much debated” were not identified
as a cluster. The population of Leicestershire at
the 1991 <census was about 870000, which
gave a local cumulative vCJD incidence of about
5-7 per million, whereas overall cumulative incidence

in Great Britain was about 1-5 per million. Four
of the five Leicestershire people lived in the
district of Charnwood. Charnwood had a population
of ‘about 142 000 in 1991, which gave a cumulative
incidence for this district of about 282 per
million. The fifth person lived a few km outside
Charnwood District; the greatest distance between
any two of the Leicestershire cases was less than
10 km. Apart from the closeness of place of
residence, these cases did not seem different from
others from elsewhere in the country. Two were
women and ages at onset ranged from about 17 to
33 years. All five people were reported to have
eaten beef products and one had worked as a farm
labourer.

Four of the Leicestershire people with vC]D lived in
the area from birth until onset. The fifth person lived in
the area from birth until mid-1991, then moved to the
south coast but returned regularly to their previous
home. When the ‘cluster analysis was repeated with
this person’s place of residence not recorded as
Leicestershire, the four remaining Leicestershire cases
still formed the most likely cluster (p=0-02). None of
the other 79 people with vCJD had ever lived in
Leicestershire.

200+
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Figure 3: Scatterplot of cumulative, age-standardised vCJD incidence against weekly consumption of other meat and meat products

by region

Dietary data are from Household Food Consumption and Expenditure: 1998.%* vCJD=variant Creutzfeldt-Jakob disease.
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Discussion

When we first reported’* an excess of people with vCJD
in the north compared with the south of Great Britain,
we were cautious about interpretation in the absence of
an a priori hypothesis that incidence of vCJD might be
higher in the north. Our results show that a similar
excess has been maintained in subsequent cases,
which suggests that the original observation was not a
chance finding. We also showed that five people
with vCJD in Leicestershire (which is in the south
in our classification) formed a cluster. Both these
findings are based on analyses of place of residence on
Jan 1, 1991. Our findings are not, however, sensitive to
this choice of date; distribution of cases in 1985 (46 in
the north of Great Britain, 37 in the south, and one
overseas) and at onset (45 in the north vs 39 in the
south) also suggest higher incidence among individuals
living in the north. ,

Such regional differences could have arisen if
ascertainment of people with vCJD is more complete in
the north, perhaps because the CJD Surveillance Unit is
located there (in Edinburgh, Scotland). However, the
similarity of the regional rates for sporadic CJD and
for vCJD referrals who do not have the disease does
not lend support to the hypothesis that there are
major differences in ascertainment of CJD between the
two regions.

The socioeconomic profile of the places of residence
of individuals with vCJD was close to that of the whole
population, suggesting that the difference in cumulative
incidence between north and south cannot solely be
explained by regional variations in socioeconomic
circumstances. The leading hypothesis for the mode of
transmission of the BSE agent to the human population
is that infection occurred through dietary exposure to
contaminated bovine products. Data from the Dietary
and Nutritional Survey of British adults,”? showed no
clear pattern of higher consumption in the north of
Great Britain of food items thought most likely to
contain high BSE agent titre material. Data from the
Household Food Consumption and Expenditure
report,” on the other hand, showed a correlation
between consumption of other meat and meat products
and vCJD incidence. Consumption of poultry and
carcass meat showed an inverse relation with vCJD
incidence, perhaps because of an inverse correlation
between the consumption of poultry and carcass meat
and that of other meat and meat products.

The positive regional correlation of vCJD incidence
with other meat and meat products is difficult to
interpret. Because the analysis was ecological, the
correlation could be attributable to some confounding
factor which is, or was, more prevalent in the
north. Furthermore, no clear correlation was identified
between vCJD incidence and the data from the
Dietary and Nutritional Survey of British Adults.”?
Regional rates of vCJD have not correlated "with
BSE incidence, which has tended to be higher in
the south than in the north.'® These findings might
indicate merely that beef and beef products were
generally consumed far from the place where the cattle
were raised.

Exposure routes that might distinguish cases at a
national level have not yet been established—eg, all
people with vCJD had eaten beef and beef products at
some time during their lives, but then so have most of
the population. Recent results” from an investigation of
a cluster of people with vCJD in Leicestershire, led by
the local public health department, indicate that most of

these individuals were probably infected through their
diet. Beef carcass meat was unwittingly Cross
contaminated with- the BSE agent in local butcherg’
shops where cattle heads were split. The proportion of
other people with vC]JD who might have been infecteq
in a similar way is as yet unknown.

We think the regional differences in cumulatiye
vC]JD incidence are not likely to be attributable to
ascertainment bias. Although the general view is that there
are regional differences in diet, do these differences cause
the variations in incidence of vCJD? First, we are unsure
about which food items carried the highest risk, if indeed
the BSE agent was transmitted to human beings through
their diet. Second, the limitations of ecological analyses
including the difficulty of controlling confounding, aré
well known even when they provide consistent results.
Our analyses with two independent data sources do not
provide consistent results. A national case-contro]
study of vCJD is presently underway, which includes an
investigation of potential dietary risk factors ip
individuals. However, unbiased dietary data from
years past will be difficult to obtain. Relatives rather than
the person with vC]JD will have to provide the information
and there has been substantial media coverage of a
possible link between diet and risk of vC]JD. Results from
the Leicestershire investigation suggest that it might not
be only the type of food consumed that determines risk of
vC]D, but also where and how items were prepared.
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could have a good night's sleep?

other’s mistakes.

Professor Michael Baum

The uses of error: Quality control

It was the first day of my medical house job and we were on take; no induction
period, straight in the deep end. The man in his forties was in coma and sweating
profusely. At the hand-over, I was assured by the outgoing houseman that it was a
stroke case and there was nothing to be done. Twenty-four hours later he was dead
for want of a glucose drip for his hypoglycaemic coma. During this time my feet
hadn't touched the ground and the duty senior never appeared.

The lessons are self evident so that by the time I reached consultant status, on call
meant regular ward rounds by the specialist registrar and consultant and monthly
morbidity and mortality meetings. How many lives were lost in vain so that the chief

As an arrogant young surgical registrar I was called to see a young girl with asthma
and an acute abdomen. In spite of the anaesthetist's protestations I insisted that I
open her belly. It was a negative laparotomy and she died in status asthmaticus.
There was no forum to discuss this case and I got off without being called to task so
that others might learn of pseudoperitonitis in acute asthma.

As a lecturer/senior registrar I was doing a difficult vagotomy in a man with a
duodenal ulcer and concurrent Crohn's disease which had involved his oesophagus.
Without recognising at the time I pushed my index finger through the intra-
abdominal portion of his oesophagus with disastrous consequences. Perhaps I could
be forgiven for that mistake but no one else learnt from it apart from myself.

Finally as a professor of surgery I was attempting a very low anterior resection in a
woman with an early carcinoma of the rectum. It all went badly wrong and she
developed a rectal vaginal fistula and ended up with a colostomy for life. At this
point I realised I was becoming de-skilled in this branch of surgery and simply didn't
have the time for retraining or for learning the emerging new techniques of large
bowel anastomosis. I never allowed myself to do another case and capitulated to my
ultimate full-time specialisation as a breast surgeon.

In fairness to my generation and myself this was all a long time ago. Since then
I've been involved in monthly audit and morbidity and mortality meetings and have
introduced weekly clinical-pathological audit meetings into my breast cancer
practice. As this has been over more than a decade it can not have been a defensive
response to current frenzy of self-recriminations. Let us continue to learn from each

University College London, London W1P 7LD, UK
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SUMMARY

vCJD GAC Investigations Working Group
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1. Investigation of all cases of CJD

Scientific evidence suggested that vCID is caused by transmission of the BSE agent to humans.
Clinicians suspecting a diagnosis of CJD, including vCID, are encouraged to refer patients to the
National CJD Surveillance Unit (NCJDSU), Edinburgh for confirmation of diagnosis and further
investigation. Following referral the NCJDSU undertakes a medical assessment of the patient and seeks
detailed risk factor information through interviews with a close relative (diet, medical procedures and

possible occupational, educational, social and recreational exposures).

2. Geographically associated cases of vCJD

Geographically associated cases are cases of probable or definite vCJD with a geographic association
either through proximity of place of residence or through another link to the same location
(occupational, educational or social/recreational). Such cases are of considerable interest since it may
be possible to identify shared local exposures to the BSE agent and hence identify transmission routes

of the BSE agent.

Geographical associations are identified principally by detection of cases resident within Skm of at
least one other since 1980 for any common period up to 2 years before disease onset. Additional cases
including those otherwise‘ilinked to the same location, and near outliers in geographic space and time,
which ought to be considéred for inclusion in any local investigation, may be identified by further

examination of data by staff at the NCJDSU, or locat sources.

3. Investigations of geographically associated cases of vCJD (vCJD GAC Investigations)

Following an investigation in North Leicestershire (see http://www.leics-ha.org.uk/publics/cjdrep.pdf )
a protocol has been developed to facilitate vCJD GAC investigations (see

http://www.doh.gov.uk/cjd/cjdguidance.htm). In the event of an association becoming apparent a local

investigation will be conducted, lead by the public health department/health protection unit
representing the locality(s) involved and supported by a national steering group. Consent to share
available information is sought from the relatives of each of the cases involved; this is reviewed in

confidence and further investigations agreed and actions undertaken.
The purpose of these investigations is to establish common factors linking the cases through

geographic location, that might be related to their becoming infected with the BSE agent and plausibly

explain their local occurrence. As well as identifying risk factors for local transmission, the
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investigations will seek to determine whether the risk is continuing, and inform control measures.
Information obtained following referral to NCJDSU may need to be clarified, and further “additional”
and “beef-purchasing” questionnaires may be completed through interviews with relatives. Medical
and dental records may be reviewed to assess the possibility of iatrogenic transmission of vCID. An
environmental investigation may also be undertaken, in which information pertaining to local butchery
practices and beef supply chains, waste management procedures and water supplies, as well as the

occurrence of BSE and other TSEs in the area, may be collected from key local informants.

A full report of any vCID GAC investigation will be produced by the local investigation team. To date

reports of 4 investigations are available in the public domain, listed below:

vCJID-GAC Investigation Reports”

North Leicestershire

Monk, P. and Bryant, G. Final report of the investigation into the North Leicestershire cluster of
variant Creutzfeldt-Jakob disease. Leicester: Leicestershire NHS Health Authority, April 2001.
Available online at http://www.leics-ha.org.uk/Publics/cidrep.pdf.

Southampton

Southampton and South West Hampshire Health Authority. Report of the investigation into the
geographically associated cases of variant Creutzfeldt-Jakob disease in Eastleigh and Southampton.
Southampton: Southampton and South West Hampshire NHS Health Authority, February 2002.
(Requests for information should be directed to Dr Mike Barker, CCDC _(Michael.barker@sswh-

ha.swest.nhs.uk)).

North East

North East vCJD regional investigation team. Investigation of geographically associated cases of
variant Creutzfeldt-Jakob disease in the North East. Summary report. Durham: Communicable
Disease Surveillance Centre, July 2002. (Requests for information should be directed to Dr Vivien

Hollyoak, Regional Epidemiologist (vivien.hollyoak@hpa.org.uk)).

Anonymous. Investigation of geographically associated cases of variant CJD in north east England.
CDR Weekly, 2002, 12, 3202. Available online at
http://193.129.245.226/publications/cdr/archive02/News/news3202 . html]

" reports available in the public domain
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1 Background

Variant Creutzfeldt-Jakob Disease (vCJD) was first recognised in 1996. The disease is
thought to be caused by the same agent that causes Bovine Spongiform
Encephalopathy (BSE) in cattle, but the route(s) by which transmission to humans
occurs remains to be established.

Cases of vCJD have been identified that appear to be associated with one another
geographically. This may be by virtue of geographical proximity of residence or
another link with the same area e.g. attending the same school or work place. The
geographical association may be current or historic. Individuals with vCID who
appear to be associated in these ways are referred to here as geographically associated

cases.

The association between these cases may reflect a common experience that is related
to their having become infected with the BSE agent. Investigating cases that are
associated geographically may therefore help to identify risk factors for transmission

of infection.

An understanding of how the infectious agent is transmitted is important for a number
of reasons:

e Itallows the design of appropriate control strategies.

e It will permit more accurate estimates of how many people are likely to have been
exposed to the agent causing vCID.

* It will improve predictions of how the epidemic will develop and thereby facilitate
appropriate planning.

In addition to the reaséns outlined above, when geographically associated cases of
vCJD are identified, tfg‘e Director of Public Health (DPH) of the Health Authority or
Health Board involvecf; will to want to determine if there is a continuing risk to public

health. The DPH of a Health Authority or Board has a statutory duty to ensure that
effective arrangements| are in place to control communicable diseases.

However, it is important to recognise that cases of vCJD that are geographically
associated may have acquired their infection through a different route to cases that are
not geographically associated. Hence any hypotheses generated for geographically
associated cases will also need to be tested in cases that have no apparent
geographical association with other cases.
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2 Investigation framework

All suspected cases of vCJD should be referred to the National Creutzfeldt-Jakob
Disease Surveillance Unit (NCJIDSU) for confirmation of diagnosis. As soon as
possible after referral the NCJDSU will carry out a medical examination of the
individual and interview a close family member. The interview seeks detailed
information on diet, medical procedures, occupation, and educational and residential
histories. Since individuals from the NCJDSU are amongst the first to become aware
of new cases of vCJD and have early contact with the families of cases, the NCJDSU
is most likely to identify an association between cases.

All suspected cases of vCID referred to the NCJDSU will be reported to the Public
Health Department of the Health Authority or Board where the case is resident (see
guidance on local reporting of CJD). Local public health teams may therefore identify
geographical associations between cases.

The detailed investigation of geographically associated cases of vCJD requires a co-
ordinated and consistent approach that incorporates local and national expertise,
knowledge and information. ‘

A National Steering Group will provide guidance on the appropriate response to
geographically associated cases of vCID (Appendix 1). This National Steering Group
will be composed of representatives from the NCIDSU, the Scottish Centre for
Infection and Environmental health (SCIEH), the Department of Health, the London
School of Hygiene and Tropical Medicine (LSHTM), the Public Health Laboratory
Service, Communicable Disease Surveillance Centre (CDSC) and the Public Health

Medicine Environmental Group (PHMEG).

When a decision is required on whether to undertake a detailed investigation of
geographically associated cases of vCJD, a Working Group of the National Steering
Group will be convened. This Working Group will comprise the relevant
Consultant(s) in Communicable Diséase Control (C(s)CDC) from the Health
Authority or Board where the cases currently reside, the relevant Regional
Epidemiologist (RE), a representative from the NCJDSU, a representative from
LSHTM and a representative from CDSC. To avoid delays, this group may convene
by teleconference. An individual known as the Investigation Co-ordinator will act as
the Secretary to the Working Group.

If the Working Group recommends detailed investigation of an apparent association,
the Investigation Co-ordinator will be appointed to act on behalf of the National

Steering Group and provide support to local agencies.
The agency that should lead the local'investigation of geographically associated cases

of vCID is the Public Health Department of the Health Authority or Board in which
the cases live. The relevant CCDC will lead the local Investigation Team on behalf of

the DPH.

This protocol will be updated as information from these investigations accumulates.
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3 Aim of investigation

To identify, through a series of co-ordinated and standardised investigations of
geographically associated cases of vCJID, routes of transmission of the BSE a_ent to

humans.

4  Objectives of investigation

1) To combine and co-ordinate local and national expertise and information.

2) To investigate geographically associated cases of vCJID in a standardised way.

3) To identify if geographically associated cases of vCJD share any common factors
which may represent a plausible route of transmission of the BSE agent to humans.

4) To determine whether there is any continuing risk of transmission of infection.

5) To document the circumstances, methods and findings of these investigations in a
standardised way.

6) To inform the relevant local and national ageﬁcies of the findings of investigations
in a timely and consistent way.

5 Identifying geographically associated cases of vCJD

5.1 Definition

Because knowledge of vCID is currently rudimentary, a useful definition of
geographically associated cases will necessarily be loose.

Definition of geographically associated cases

Two or more cases of probable or definite vCJD where preliminary

investigations suggest there is an association between the cases because of:

a) Geographical proximity of residence at some time either now or in the past.

b) Other link with the same geographic area e.g. attending the same school or
work place, or attending functions in the same area. '
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There are a number of mechanisms by which geographically associated cases may be
identified:

1)

2)

3)

4)

5)

6)

When the NCJDSU is first notified of a suspected case of vCJD staff will be
aware of earlier cases from the same area and therefore may identify a close
geographical association.

An association may be picked up during the interview of family members of a
case. The interviewer may identify a link with a previous case or the family may
be aware of a link with a previous case.

Information on lifetime residential addresses of each case is collected by
NCJDSU. The LSHTM in collaboration with the NCIDSU performs a monthly
systematic check of the residential database to identify all pairs of cases who have
lived within 5 km of each other at any time since 1980. :

The NCJIDSU regularly reviews data held at NCJDSU in order to identify other
possible associations between cases e.g. school, occupational addresses.

As all cases of vCJD will be reported to local public health departments, local
agencies may be the first to identify an association between cases.

On occasions the press may be the first to uncover a link between cases.

5.2 Initial action if the NCJIDSU becomes aware of an association between cases

The agreed national procedure will apply for reporting of all cases of vCJD.

If thq NCJIDSU becomes aware of a geographical association between probable or
definfte vCJID cases they will as a first step inform the CCDC of the Health
Authbrity or Board where the cases live and also the relevant RE. If the associated
cases: live in different Health Authorities or Boards then each CCDC will be
informed. The CCDC will be responsible for informing other relevant individuals
in the locality such as the DPH.

The decision to undertake further investigation of an association should be jointly

taken by a Working Group made up of; the relevant C(s)CDC, RE, and
representatives from the NCJDSU, LSHTM and CDSC (See section 6).
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5.3 Initial action if local agency becomes aware of an association between cases

e The agreed national procedure will apply for reporting of all cases of vCID.

e The agency that should lead the local investigation of geographically associated
cases of vCJID 1is the Public Health Department of the Health Authority or Board in
which the cases live. If any other person or agency becomes aware of an
association between cases of vCJD they should as a first step contact the CCDC of
the Health Authority or Board where the cases live. If the associated cases live in
different Health Authorities or Boards then each relevant CCDC should be
informed.

e If the NCIDSU have not already informed the Health Authority or Board of the
cases or the apparent association, then the C(s)CDC should as first step contact the

NCIDSU (Tel: 0131 537 2128).

e The NCJDSU will confirm if the individuals are probable or definite cases of
vCID. If the individuals are not probable or definite cases then further
investigation is not warranted at this time.

e If the individuals are probable or definite cases of vCJD the CCDC should inform
the RE. A decision then needs to be taken on whether further investigation is
required. The decision should be jointly taken by a Working Group made up of the
C(s)CDC, RE and representatives from the NCJDSU, LSHTM and CDSC (See
section 6).

6 Deciding to initiate further investigations

A Working Group of the National Steering Group should be convened by telephone to
review available evidence including that already gathered by the NCJDSU The
membership of this working group should include:

a) The relevant C(s)CDC

b) Regional Epidemiologist

c) NCJDSU representative

d) LSHTM representative

e) CDSC representative [SCIEH representative in Scotland]
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In deciding whether further investigation is necessary, the Working Group will
consider the following information:

a.

The total number of cases, the certainty of diagnosis and the dates of
onset of illness.

The proximity, duration and nature of the geographical association
between the cases. '

The reliability of information on the geographical association. There
may be a need to corroborate the information through other sources

before embarking on a detailed investigation.

The influence of population density and chance on apparent
geographical clustering of cases. However, statistical confirmation that
a geographical association is unlikely to be due to chance is not a pre-
condition for investigation.

Whether further information, in addition to that already collected, is
required.

The local context and how it may influence the feasibility of particular
courses of action.

If the decision is taken not to initiate further investigations this should be documented
along with the rationale for this decision. All decisions will have to be re-visited if
further associated cases are identified.

6.1 Notifying national agencies

Once the decision to initiate further investigations has been taken, the Working Group
will inform the relevant Department(s) of Health. The Department of Health will
consider cascading the information to other national agencies if necessary e.g. Food
Standards Agency, Ministry of Agriculture Fisheries and Food.

As Secretary to the Steering and Working groups, the Investigation Co-ordinator will
be responsible for ensuring that the Department of Health is kept informed of

decisions made by these two groups.
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6.2 Biennial review of geographically associated cases

The Working Group will meet every six months to review all geographically
associated cases. At this meeting the group will review:

1) Findings of completed investigations.

2) Progress of ongoing investigations.

3) Changes to the investigation protocol.

4) Recently identified geographically associated cases.

The six monthly review meetings will be timetabled to take place approximately one
month before the six monthly meeting of the Spongiform Encephalopathy Advisory
Committee (SEAC) Epidemiology sub-group. This will allow the Working Group to
prepare a summary report for the SEAC Epidemiology sub-group.

The full National Steering Group will meet annually, alternately in' London and
Edinburgh.
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7 The Local Invéstigation

7.1 Membership of Local Investigation Team

The investigation will be undertaken by a Local Investigation Team. The chair and
lead investigator should normally be the CCDC of the Health Authority or Board in

which the majority of the cases reside. Suggested membership of the Local
Investigation Team includes:

1) C(s)CDC (Chair)

2) Senior Environmental Health Officer

3) Regional Epidemiologist

4) Director of Public Health

5) Representative of local MAFF Veterinary Investigation Centre

6) Investigation Co-ordinator supported by:
a) NCJIDSU representative
b) CDSC (national) representative

7.2 Operational issues

The Local Investigation Team should deal with the following issues as a priority at
their first meeting:

e Terms of reference of the Local Investigation Team

Remit of the investigation

Roles and responsibilities of members of the Team

Likely duration of investigation and resources required
Communications strategy

Liaison with the families and possibility of press injunction

7.3 Design issues |

The investigation can be divided into a number of phases.

7.3.1 Preliminary phase
e Review all the available information

e Establish working definitions
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Population at risk

In order to investigate geographically associated cases it 1s important to try to
define a population from which the cases have arisen. This helps provide
parameters to the investigation and also will allow the appropriate selection of
controls if this should become necessary.

Time
Exposure period. Exposure of the UK population to the BSE agent is
likely to have been greatest between 1980 and 1996. However, earlier or

later exposure cannot be ruled out.

Place
Can a meaningful geographic area be defined which contains the

population at risk?

Person
Can a social network be defined which contains the population at risk?

Case definition

Individuals from the population at risk diagnosed with probable or definite
vCID.

e Consider hypotheses

An agreed checklist of hypotheses to consider (Appendix 2) will drive the
investigations. This checklist will not be fixed and items may be added as further

hypotheses are generated.

7.3.2 Descriptive phase

This phase is likely to be important whilst hypotheses far transmission are being
developed. This phase may involve the use of more qualitative techniques to gather
information to guide the investigation. Whilst novel hypotheses may be explored, it is
envisaged that a ‘minimum information set’ will be generated which provides
essential details relating to the most-likely hypotheses (Appendix 3). Steps in the
descriptive phase may include:

e Interviews with relatives of the cases to develop hypotheses further. The NCJIDSU
will have already undertaken interviews and careful consideration will be needed
as to how valuable additional information will be.

e Interviews with key local informants — farmers, butchers, vets etc. (See
environmental investigation below)

e Review of medical and dental records to gather information on certain hypotheses
e.g. immunisation or surgery. Primary care notes are likely to be the most

10
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accessible and comprehensive records. Note that for any individual case of vCID a
review of medical and dental records may be necessary to assess the risk of
iatrogenic transmission of vCJID.

Environmental investigation

E.g. meat trading and butchering practices, agricultural practices, herd structure
(beef/dairy, breed), history of BSE, water supply etc. Routine data sources will
provide some information but interviews are also likely to be necessary.

7.3.3 Review phase

Once all the relevant descriptive information has been gathered it should be reviewed.
Certain hypotheses may be discarded at this stage. Others may appear more plausible
or new hypotheses may present themselves. At this stage the Investigation Team need
to decide whether a formal epidemiological study is required to test specific
hypotheses.

7.3.4 Analytic phase

This phase may become more important as information from investigations
accumulates and hypotheses need to be tested.

7.4 Reporting findings

As is normal practice, the Chair of the Local Incident Control Team will be
responsible for producing a full report of the investigation. Due to the lengthy delays
that can occur in writing and agreeing final reports, the Investigation Co-ordinator
will compile a standardised interim report for each investigation. This will be agreed
by the local team and reviewed by the Working Group. The National Steering Group
will present a summary of all investigations to the SEAC Epidemiology Sub-group

biennially.

11
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8

Roles and responsibilities

8.1 National Steering Group

a)

b)

d)

To establish and develop an informative and acceptable process for the detailed
investigation of geographically associated cases of vCJID.

To provide members for the Working Group deciding whether to undertake
detailed investigation of geographically associated cases of vCID.

To review and interpret the results of the investigations.

To present a biennial summary of the investigations to the SEAC Epidemiology
Sub-group. : :

8.2 Working Group

a)

b)

c)

d)

To decide if further investigation of geographically associated cases of vCID is
necessary.

To document the circumstances, methods and findings of these investigations in a
standardised way.

To provide operational guidance to the Local Investigation Team on the
investigation of geographically associated cases of vCJID.

To support the Investigation Co-ordinator.
To review and interpret the results of the investigations.

To report to the National Steering Group

8.3 Local Investigation Team

a)

To undertake investigation of geographically associated cases of vCJD when
agreed by the Working Group.

To adhere to standard ‘good practice’ in local outbreak investigation.

To address community concerns and to keep relatives and the local community
informed of the progress of the investigation.

To control any ongoing risk after taking national advice.

To write an incident report.

12
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8.4

a)

b)

d)

8.5

a)

b)

8.6

a)
b)

d)

ccnce

To inform the NCJDSU and RE of geographically associated cases of vCJD of
whom the CCDC becomes aware.

To serve as a member of the Working Group deciding whether to undertake
further investigation of geographically associated cases of vCJD.

To chair the Local Investigation Team.

To co-ordinate the local investigation of geographically associated cases of vCID.

Investigation Co-ordinator

To provide direct support to the Local Investigation Team in the field
investigation.

To ensure a standardised approach to the investigation of geographically
associated cases of vCID.

To write an interim investigation report agreed by the Local Investigation Team
for review by the Working Group.

To liaise between the Local Investigation Team and members of the Working
Group.

To act as Secretary for the National Steering Group and the Working Group.

NCIJDSU

To provide a representative for the National Steering Group and Working Group.

To attempt to ascertain if cases of vCJID referred to NCJIDSU are geographically
associated, working in collaboration with statistical & epidemiological support

from the LSHTM.

To inform local CCDC, RE, & CDSC of any geographically associated cases of
vCJD that are identified by NCIJDSU. )

To provide epidemiological advice and more general advice on all aspects of
vCID to the local investigation team.
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8.7 LSHTM

a) To provide a representative for the National Steering Group and Working Group.

b) To perform statistical analysis, in collaboration with the NCJDSU, which will help
to inform the decision as to whether geographically associated cases merit detailed
investigation.

¢) To perform monthly checks of the vCJD residential database to identify pairs of
cases who have lived within 5 km of each other.

d) To inform local CCDC, RE, & CDSC of geographically associated cases on
behalf of NCJDSU if necessary.

e) To provide epidemiological and statistical guidance to the Local Investigation
Team.

88 CDSC

a) To provide a representative for the National Steering Group and Working Group.

b) To inform the NCIDSU of geographlcally associated cases of vCJD that CDSC
becomes aware of.

c) To provide epidemiological guidance and assistance to the Local Investigation
Team.

8.9 ?epartment of Health

a) ng provide a representative for the National Steering Group.

b) To provide policy guidance to the Local Investigatior; Team.

c) Toi cascade information to other relevant Government Departments.

d) To provide generic press support to the Local Investigation Team.

If you have any questions or comments on this protocol please contact Dr Hester
Ward at the NCJDSU (h.ward@ed.ac.uk) or Dr Noel Gill at CDSC
(ngill@phls.org.uk).

14
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Appendix 1.
Membership of National Steering Group

Dr N Connor — Department of Health, Communicable Diseases Branch

Mr A Harvey — Department of Health, Communicable Diseases Branch

Dr N Gill — PHLS Communicable Disease Surveillance Centre (convenor)
Dr R Salmon - PHLS Communicable Disease Surveillance Centre

Dr H Ward — National CJD Surveillance Unit

Mr S Cousens - London School of Hygiene and Tropical Medicine

Dr D Walker — Durham HA / Public Health Medicine Environmental Group
Dr P Horby — PHLS Communicable Disease Surveillance Centre (secretary)
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Appendix 2.

ChecKklist for investigation of Geographically Associated Cases of vCJD

1 DIET

Rationale: Large numbers of BSE infected cattle were slaughtered for human
consumption.

Specific hypothesis of interest: local butchering practices, particularly butchering of
the head on the same premises as the butchering of the rest of the carcass, may have

led to consumption of material with a high infectious titre.

1.1 Meat/ meat product purchase
Where did cases purchase meat/ meat products, especially min;e, burgers, meat
pies, sausages during the period 1980-1996? A detailed questionnaire on the
purchase of meat products is now part of routine data collection that takes place
during the initial visit by the NCJDSU to all cases of vCID.

1.2 Butchering practices
Did any of these outlets butcher cattle heads on the same premises as they
butchered other parts of the carcass?

1.3 Local cattle
Where did these cattle come from? What were they used for? What age were
they? What breed were they? Was BSE reported in these herds?

1.4 Take- away/ restaurant purchasing

Did the cases purchase meat products such as burgers, sausages or meat pies
regularly from the same fast-food/takeaway outlets, restaurants or pubs?

2 Medical

Rationale: a large number of medical products were produced using bovine materials
including a wide range of medicines, some vaccines and catgut sutures. Surgical
procedures also carry the theoretical risk of secondary transmission from an infected

individual to another individual.

Specific hypotheses of interest:
(1) Individuals may have been infected by exposure to a common batch of medical

products contaminated with BSE infected bovine products.
(11) Infection may have been transmitted from one infected individual to other,
previously uninfected individuals, through medical procedures.

16

ER—60



2.1 General practice
Did cases share the same general practitioner at any time between 1980 and

19967 If so, did they undergo minor procedures at the GP’s surgery at around
the same time? Did they receive the same treatments at the same time?

2.2 Vaccination
When and where were the cases vaccinated during the period 1980 to 1996?
Which makes and types of vaccine did they receive (routine and travel)? Were
they vaccinated with the same vaccine batch?

2.3 Surgery
Did cases undergo surgical procedures in the same hospital at around the same
time during the period 1980-1996?

2.4 Out-patients clinics (hospital, community)
Did cases attend out-patients at the same location and at the same time during
the period 1980- 19967 If so, did they undergo minor procedures/ interventions
in the out-patient clinic at around the same time? Did they receive the same
treatments at the same time? '

3 Dentistry

Did cases share the same dentist at any time between 1980 and 19967 If so, did they
undergo any dental procedures (other than cleaning/dental hygiene) at around the
same time?

4 Ophthalmology

Did the cases use contact lenses in the period 1980 to 1996, including those worn for
social reasons (e.g. to change eye colour)? Did they undergo tonometry in the same
location at around the same time during this period?

5 Water Supply

Rationale: it has been suggested that waste material from abattoirs or rendering
plants, spread onto fields could lead to infectious material reaching the water course
and hence the water supply.

Specific hypothesis: individuals were infected through contamination of a shared
water supply.

- Were abattoirs/rendering plants discharging waste material in the catchment area
of the water supply during the period 1980-1996?

- Did cases share a common water supply at any time during the period 1980-1996?

17
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6 Social or leisure activities

Rationale: individuals may have been exposed to a common source of infection
through social or leisure activities.

Specific hypothesis: individuals may have been infected through a common exposure
linked to social or leisure activities.

- Did cases have any social or leisure activities in common during the period 1980-
19967 For example, did they go to the same pub? Did they attend the
guides/scouts/ the same youth club/night clubs? Did they go to watch the same

football team? Were the cases sexual partners?

7 Occupation

Rationale: individuals may have been exposed to a common source of infection at
work.

Specific hypothesis: individuals may have been infected through a common exposure
to infected materials linked to work.

- Did the cases work in the same organisation at any time during the period 1980-

19967
- Did the cases work in occupations involving contact with animals or animal

products? (could include leather, etc.)

8 Schooling

Rationale: individuals may have been exposed to a common source offinfection at
school.

Specific hypothesis:
(1) Individuals were infected through eating the same school dinners
(11)Individuals were infected through dissecting bulls’ eyes.

- Did cases attend the same school during the period 1980 to 19962
- Did cases eat school meals during this period?
- Even if cases did not attend the same schools, were they eating school meals from

the same source? :
- Did they dissect bulls’ eyes? If so, what was the source of the bulls’ eyes?

18
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9 Other exposure to animals

Rationale: it is known that cats get FSE. It has been suggested that transmission of
BSE to humans could have occurred indirectly through transmission to other animals,
such as cats.

Specific hypothesis: individuals were infected through being bitten or scratched by
animals such as cats. :

- Did the cases keep pets or take part in leisure activities involving contact with
animals? If they had contact with cats, were any sick from an unexplained illness

during 1980 to 19967
- Did cases have a history of being bitten by pets or other small animals?

- . What was the incidence of FSE in the area from 1980- 19967

10 Needie puncture

Rationale: individuals may have been infected through cross- contamination of re-
used needles for non- medical or recreational purposes.

Specific hypothesis: individuals were infected through ear piercing, body- piercing,
acupuncture, intravenous drug use.

- Did the cases have ear or body piercing? When and where was this carried out?

- Did the cases undergo acupuncture? When and where was this carried out?
- Did the cases take recreational drugs? Did they ever inject them? Did they ever

share needles?

19
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Appendix 3

Information set to guide the investigation of geographically
associated cases of vCJD.

The National CJD Surveillance Unit (NCJDSU) undertakes a detailed interview of
every suspected case of vCJD referred to them. The interview seeks detailed
information on diet, medical procedures, occupation, and educational and residential
histories. However, since associations between cases will often only become apparent
some time after the initial interview, the initial interview cannot probe for particular

associations between cases.

When geographically associated cases of vCJD are identified the information in the
following tables should be checked or collected. Given that exposure of the UK
population to the BSE agent is likely to have been greatest between 1980 and 1996, it
1s reasonable to limit the investigation to exposures or events occurring from 1980
onwards.

Where an association is identified, further investigation may be necessary. For
nstance, it may be discovered that a number of cases purchased meat from the same
source. Information that might then be required includes the original source of the
meat, the BSE history of the particular farms that supplied the meat, where the
animals were butchered and the butchering practices in the establishment that supplied

the meat.

A detailed review of medical and dental records may not always be a necessary part of
the investigation of associations between cases of vCJD e.g. if the cases were never
registered with the same dental practice. However, such a review may be necessary
for individual cases to establish if there is any nisk of iatrogenic transmission of vCJID.
The CJD Incident Panel at the Department of Health (Tel: 020 7972 5324) has been
established to provide advice on the management of the possible risk of transmission
resulting from medical or dental procedures m people subsequently diagnosed with

CID.

20
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Check list

Note: Details of cases must not be disclosed to the family of associated cases unless
permission to share this information has been sought and granted.

[ Questions

[ Availability of information

Educational

Did any of the cases ever attend the same school? If yes,
did the cases attend the same school at the same time?

An educational history is collected by
NCJIDSU.

Did any of the cases eat school meals from the same
source? One supplier of school meals may supply many
schools.

Local Education Authority.

Medical / dental history

Did any of the cases ever undergo surgery at the same
hospital? If yes, further investigation in partnership with
the relevant Trust will be necessary.

A history of operations is collected by
NCJIDSU.

Primary care notes.

Some information may have already been
collected for the CJD Incident Panel.

Did the cases ever attend the same hospital outpatients
clinic? If yes, further investigation in partnership with the
relevant Trust will be necessary.

The NCJDSU collects information on
regular attendance at hospital outpatients.
Primary care notes.

Some information may have already been
collected for the CJD Incident Panel.

Were any of the cases ever registered with the same GP .
practice at the same time? If yes, a full review of the notes
will be necessary to produce a chronology of visits and the
purpose of each visit, including vaccinations and minor

surgery.

Primary care notes. :
Supplernentary interview with case
informant may be necessary. -

Some information may have already been
collected for the CJD Incident Panel.

Were any of the cases ever registered with the same dental
practice at the same time? If yes, a full review of the notes
will be necessary to produce a chronology of visits and the
purpose of each visit.

NCJDSU ask about history of dental
treatment other than fillings.
Supplementary interview with case
informant may be necessary.

Some {information may have already been
collected for the CID Incident Panel.

Did any of the cases ever attend the same opticians? If
yes, a full review of the notes will be necessary to produce

Supplementary interview with case
informant will be necessary.

a chronology of visits and the purpose of each visit.

Occupational / recreational / social

Did any of the cases ever share the same occupation?

An occupational history is collected by
NCJDSU.

Did any of the cases ever work at the same place? If yes,
-did the cases work there at the same time and what was
the nature of their job? :

An occupational history is collected by
NCJDSU.

Supplementary interview with case
informant may be necessary.

Did any of the cases ever have tattoos, body plercing or
acupuncture carried out at the same establishment? If yes,
further investigation will be necessary to produce a
chronology of visits and the purpose of each visit.

NCJIDSU collect information on
acupuncture, piercing and tattoos but not
the establishment.

Supplementary interview with case
informant may be necessary.
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Note: Details of cases must not be disclosed to the family of associated cases unless
permission to share this information has been sought and granted.

I Question

J Availability of information

Were two or more of the cases intra-venous drug users? If
yes, further investigation will be necessary to try to establish
if the cases may have shared injecting equipment.

NCJDSU collect information on intra
venous drug use.
Supplementary interview with case

‘| informant may be necessary.

Did any of the cases know each other? If yes, what was the
nature of the relationship? Close friends, casual
acquaintance?

Supplementary interview with case
informant will be necessary.

Did any of the cases ever belong to the same clubs or
groups?

NCJIDSU may have some information on
social activities.

Supplementary interview with case
informant may be necessary.

Did any of the cases share any hobbies or sports?

NCJDSU may have some information on
social activities. ,

Supplementary interview with case
informant may be necessary.

Did any of the cases regularly eat meat products purchased
from the same establishment?

NCJIDSU will have some information on
where meat products consumed by cases
were purchased.

Supplementary interview with case
informant may be necessary.

Did any of the cases regularly eat out at the same restaurant,
pub or café?

NCJDSU may have some information on
restaurants / pubs regularly visited by the
cases.

Supplementary interview with case
informant may be necessary.

Did ény of the cases suffer animal bites?

NCJDSU may have some information on
bites.

Supplementary interview with case
informant may be necessary.

Primary care notes.

Environmental

Was there a rendering plant, abattoir or meat processing
plant close (5 km) to where the cases lived? If yes, there
may be a need to investigate the waste management
procedures of the plant and the cases’ water supply.

Local Environmental Health Department.
Relevant water supply company.

‘What is the history of BSE and Feline Spongiform
Encephalopathy in the local area?
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@ Possible transmission of variant Creutzfeldt-Jakob disease by

blood transfusion

C A Llewelyn, P E Hewitt, R S G Knight, K Amar, S Cousens, J Mackenzie, R G Will

Summary

Background Variant Creutzfeldt-Jakob disease (vCID) is a
novel human prion disease caused by infection with_the
agent of bovine spongiform encephalopathy (BSE).
‘Epidemiological evidence does not suggest that sporadic CJD
is transmitted from person to person via blood transfusion,
but this evidence may not apply to vCJD. We aimed to identify
whether vCJD is transmissible through blood transfusion.

Methods The national CJD surveillance unit reported all
cases of probable or definite vCID to the UK blood services,
which searched for donation records at blood centres and
hospitals. Information on named recipients and donors was
provided to the surveillance unit to establish if any matches
existed between recipients or donors and the database of
cases of vCJD. Recipients were also flagged at the UK Office
of National Statistics to establish date and cause of death.

Findings 48 individuals were identified as having received a
labile blood component from a total of 15 donors who later
became vCID cases and appeared on the surveillance unit's
register. One of these recipients was identified as developing

symptoms of vCID 6-5 years after receiving a transfusion of
red cells donated by an individual 3-5 years before the donor

teveloped symptoms of vCJD.

Interpretation Our findings raise the possibility..that-this
infection was transfusion transmitted. Infection in the
récipient could have been due to past dietary exposure to the
BSE agent. However, the age of the patient was well beyond
that of most vCJD cases, and the chance of observing a
case of vCJD in a recipient in the absence of transfusion
transmitted infection is about 1 in 15000 to 1 in 30000.

Lancet 2004; 363: 417-21
See Commentary
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Introduction

Human prion diseases include sporadic Creutzfeldt-Jakob
disease (CJD), which is of unknown cause; hereditary
forms associated with mutations of the prion protein gene;
variant CJD (vCJD), which has been causally linked to the
bovine spongiform encephalopathy (BSE) agent; and
iatrogenic cases transmitted via human pituitary
hormones, human dura mater grafts, corneal grafts, and
neurosurgical devices. All instances of iatrogenic
transmission of CJD to date have been due to cross-
contamination with high-titre tissues in or adjacent to the
CNS,' and findings of epidemiological and observational
studies have failed to provide evidence of transmission via
blood transfusion or fractionated plasma products.??> This
evidence may not apply to vCJD, which is caused by a
novel infectious agent for human beings and in which
there is evidence of a peripheral pathogenesis different
from other forms of human prion disease.* In vCJD, prion
protein is readily detectable in lymphoreticular tissues
such as appendix, spleen, tonsil, and lymph nodes,
whereas these tissues are negative—by comparable
methods—in other forms of human prion disease.*

The possibility that vCJD might be transmitted by
blood transfusion led us to start a study with the aim
to identify whether vCJD was transmissible by this
mechanism.

Methods
Procedures
In 1997, a surveillance system was set up between the UK
national CJD surveillance unit and the UK national blood
services. Workers at the surveillance unit notified the
relevant medical director of the blood services (National
Blood Authority, Scottish National Blood Transfusion
Service, Welsh Blood Service, Northern Ireland Blood
Transfusion Service) of vCJD patients who were old
enough to have donated blood (age >17 years). On receipt
of this notification, workers at the blood services began an
immediate search of donor records, irrespective of
whether or not the case was reported by relatives to have
been a blood donor. We searched current computer
databases and archived records (computerised and paper-
based records where appropriate) at individual blood
centres, with name, date of birth, and a full set of previous
addresses as identifiers. No search took place for
donations or transfusions given before 1980, the
presumed earliest possible exposure date to BSE. When
donor records were found we identified all blood
components made and issued to hospitals, and established
their fate as recorded on blood transfusion laboratory
records. We then checked recipient details against the
national CJD surveillance unit register to establish if any
individuals had developed vC]D.

This report does not include details of the current
negative reverse study, in which donors of blood
transfused to vCJD cases are traced, nor of a concurrent
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study of sporadic CJD. The study has not, to date,
entailed tracing of recipients of fractionated plasma
products produced from pools containing a donation from
an individual later diagnosed as a case of vC]D.

We received ethical approval for the study, and it is
noteworthy that hospitals were passed masked details with
no mention of the diagnostic category. The UK Office of
National Statistics flagged all identified donors and
recipients to establish the date and cause of death. This
component of the study also received ethical approval.

From the information provided by the Office of
National Statistics, we calculated the length of time since
receipt of the transfusion until death or Dec 18, 2003, for
every recipient. Based on the total amount of follow-up
time in the cohort of recipients, we calculated the number
of vCJD cases we would have expected to record in the
cohort in the absence of any vCJD transmission through
blood transfusion, and hence the probability of noting one
or more cases, assuming a Poisson distribution. We
obtained the expected number of vCJD cases by assuming
that the vCJD epidemic in the UK had been in progress
for a period of 10 years (the first known case had onset at
the beginning of 1994), calculating average annual crude
and age-specific incidence rates in the UK population
over this period, and applying these to the cohort of
transfusion recipients, assuming that all recipients were
susceptible (not just those methionine homozygous at
codon 129 of the PrP gene, PRNP).

Role of the funding source

The sponsor of this study had no role in study design; in
collection, analysis, and interpretation of data; in writing
of the report; or in the decision to submit the paper for
publication.

Results

Case report

In 1996, a patient aged 62 years was transfused with
5 units of red cells at ime of surgery. One of the units had
been donated by a 24-year-old individual who developed
symptoms of vCJD 3 years 4 months later, and who died
in 2000 of pathologically confirmed vCJD.

In late 2002, 6-5 years after the blood transfusion, the
recipient became withdrawn and irritable, and within
3 months, treatment with antidepressants was started—
without benefit. The depression deteriorated and was
associated with a shuffling gait and repeated falls. Blurred
vision, shooting pains in the face and abdomen, fidgety
movements, and difficulty with motor tasks such as
dressing developed over subsequent months. Admission
took place 6 months after onset of symptoms, and
cognitive impairment, dyspraxia, a shuffling unsteady gait,
and extensor plantar responses were seen. Routine
investigations were normal. Cerebrospinal fluid (CSF)
was acellular with normal constituents apart from a
modest rise of CSF protein of 0-67 g/L.. CSF 14-3-3
immunoassay was not done. MRI brain scan was reported
as normal and was not judged to show the pulvinar sign
after review. The patient deteriorated rapidly, showed
myoclonic jerks of the limbs, and died 13 months after
onset of illness.

As a result of flagging, the death certificate, which listed
dementia as a cause of death, was forwarded from the
Office of National Statistics to the national CJD
surveillance unit, and the link through blood transfusion to
the donor case was established. Independently of this
process, the post mortem had been provisionally reported
as showing changes suggestive of CJD, and the case was
referred to the surveillance unit after death and tissues were

Number of

Year of Blood component
i fused recipients (n=48)

£ 4+

t 11 t

1980-1984  Whole blood 1
Red blood cells

1985-1989 Red blood cells

1990-1994 Red blood cells

1995-1999 Whole blood
Red blood cells
Red blood cells, buffy coat depleted
Red blood cells, leucodepleted
Fresh frozen plasma
Cryodepleted plasma
Cryoprecipitate
Platelets

2000-2003 Red blood cells, leucodepleted 1
Fresh frozen plasma, leucodepleted 1

Table 1: Number of recipients transfused, by year and blood
component given

[y

ORRPRPWRNOR ®R R

sent for review. Subsequent investigation showed that the
patient was a methionine homozygote at codon 129 of the
prion protein gene (PRNP), and sequencing did not show
any mutation. Prion-protein typing confirmed deposition in
the brain of type 2B prion protein, which is pathognomic of
vC]ID. The neuropathological changes were typical of those
seen in vC]D, with extensive florid plaque deposition.

Statistical analysis, taking account of reported vCJD
mortality to date and details of the recipients of vCJD
donations (see below), indicated that the probability of
recording a case of vCJD in this population in the absence
of transfusion transmitted infection ranges between about
1in 15000 and 1 in 30000. The first figure is based on
crude analysis of the data, whereas the latter figure takes
account of the ages of the transfusion recipients.

Review of records established that the affected donor
had donated another unit of blood, the red cells of which
were transfused to a patient who died of cancer 5 months
after the transfusion. The platelets from this donation
were included in a platelet pool, which has not been
traced to a recipient. Plasma from beoth the donations was
included in two different plasma pools for the production
of fractionated plasma products.

vCJID cases with history of blood donation
As of Dec 18, 2003, 135 vCJD cases (of a total of 145 on
the national CJD surveillance unit register) who were old
enough to have been potential blood donors were notified
to the UK blood services. 15 individuals were confirmed
to have donated blood, with the number of components
ritade and issued for use by the blood services ranging
from one to eight per donor.

55 labile components originating from 15 donors were
1ssued to UK hospitals over the period 1982-2002, most
being issued between 1996 and 2000. Of these, 48 were

18
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Age-range by age at transfusion (years)
Age-range of recipients at transfusion
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Interval from
to death (years)

Number of recipients

(age [years] at death)

Cause of death

Blood component
transfused (single units)

Interval between blood donation
and onset of clinical symptoms

in donor (months)

<1 7 (68, 68, 65, 87, 88, Cancer FFP, RBC-BCD, RBC-LD, 17, 15,2, 18,59, 31, 9
53, 69) RBC-LD, RBC, RBC, WB
1(64) Myocardial infarction Cryoprecipitate 7
2 (76 66) Myelodysplasia RBC, RBC 58, 7
1(81) Myelofibrosis RBC-LD 13
1(70) Peritonitis RBC-LD 10
1(68) Postoperative pneumonia RBC-LD 16
2(5317) Septicaemia FFP, RBC -6, 93
2(4972) Not yet available RBC, RBC 139, 116
1to <2 1(52) Acute myeloid leukaemia RBC 34
1(27) Heart disease and chronic FFP i3
renal failure
1(62) Spinal haemangioblastoma RBC 55
1(85) Not yet available RBC 127
2to <3 1(76) Chronic obstructive airways RBC 32
disease
1 (68) Acute myeloid leukaemia Platelets 58
3to<4 1(29) Disseminated sepsis RBC-LD 21
1(36) Ischaemic heart disease FFP [o]
410 <5 1 (80) Ischaemic heart disease RBC-BCD 6
6to <7 1(23) Acute lymphoblastic leukaemia RBC 93
7 to <8 1(69) Dementia* RBC 40
1(70) Ischaemic heart disease RBC 112
>10 1(99) Bronchopneumonia wB 141
1(69) Ischaemic heart disease RBC 191

*yCJD case. RBC=red blood cells. RBC-BCD=red blood cells, buffy coat depleted. RBC-LD=red cells, leucodepleted. FFP=fresh frozen plasma. WB=whole blood.
Table 2: Dead recipients (n=31) of labile components from vCID donors

transfused to recipients. Seven components (issued
between 1982 and 1996) were sent to hospitals that were
unable to trace their fate. 18 units of plasma were
included in pools for the producnon of fractionated
products.

48 people were identified who received blood from
15 donors who went on to develop vC]D. Table 1 shows
the number of Tecipients transfused by year and the type
of blood component transfused. 41 (85%) received red-
cell components (39 red blood cells, two whole blood), six
(13%) were transfused with plasma components (four
fresh frozen plasma, one cryoprecipitate, one cryodepleted
plasma), and one (2%) received platelets. A third of the
red-cell recipients received cells that had been leucocyte-
depleted by prestorage filration to less than 5x%10°
leucocytes per unit after introduction of universal
leucocyte depletion of the UK blood supply in 1999 as a
precautionary measure against vC]D transmission.

The figure shows the age-range of the 48 recipients.
32 (67%) were aged older than 60 years at the time of
transfusion and thus would not have been eligible to enrol

Time elapsed Number of Blood component Interval between
since t f ipient: fused blood donation
(years)* (current age  (single units) and onset of
in years*) clinical symptoms
in donor (months)
1to <2 1(88) RBC-LD -5
210 <3 2 (50, 65) RBC-LD 9,-3
3to <4 2 (69, 73) RBC-LD 54
4to <5 2 (40, 82) RBC 5,18
5to <6 3(71, 80, 85) RBC 17, 13,55
6 to <7 2(29,74) RBC 20, 49
7 to <8 1(72) RBC 70
81to <9 1(31) Plasmat 7
2 (47, 85) RBC 15, 82
>9 1 (65) RBC 46

*To Dec 18, 2003. tCryoprecipitate-depleted plasma. RBC=red blood cells.
RBC-LD=red blood cells, leucodepleted.

Table 3: Living recipients (n=17) of labile blood components
donated by vCJD cases

as blood donors subsequently. At Dec 18, 2003, none of
the remaining recipients had themselves donated blood,
although five were still young enough to be ehglble as
donors.

31 recipients (65%) were known to have died, with mean
age at death 63 years (SD 20; range 17-99). 17 (55%) died
less than 12 months after receiving their transfusion.
Table 2 shows the cause of death as stated on death
certificates for 28 recipients; the other three were confirmed
dead, but cause of death was not available from the Office
of National Statistics. No further information on clinical or
neuropathological features was available for these cases.

At Dec 18, 2003, 17 (35%) recipients were alive. The
mean age of these recipients was 65 years (SD 19, range
29-88). Ten patients survived for longer than 5 years after
being transfused. Table 3 shows the number of living
recipients according to time elapsed since transfusion,
component transfused, and the interval between donation
and onset of clinical symptoms of vCJD in the donor, as
estimated by the national CJID surveillance unit to the
nearest month after reviewing the case notes. None_ of
these recipients have appeared on the surveillance” regxster
-as VCJD.cases, Most donations were made before onset of
“clinical illness (table 3) although two cases donated
shortly after the first signs of clinical illness. These
individuals would have seemed healthy when attending
donor sessions and passed the normal medical checks as
being fit to donate.

Discussion
The identification of a case of vCJD who received a

bitmd'tra‘s*fusm"' from a donpr who later died of vCJD
lity that this infection was transfusion
transmmeﬁ “AlthGugh  statistical analysis suggests that
ooincidence is an unlikely explanation for this case, it is
important to stress that this is a single case and there is a
possibility that infection was due to dietary exposure to
the BSE agent, the presumed route of zoonotic

transmission of BSE.
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The hypothesis of transfusion transmitted infection
implies an incubation period of 6-5 years and that there
was infectivity in the blood of the donor more than 3 years
before development of clinical symptoms. The shortest
incubation period in iatrogenic CJD due to human
growth hormone treatment is 4-5 years,’ which accords
with the incubation period in this case. The route of
administration, intramuscular rather than intravenous,
and the probable amounts of infectivity in the implicated
tissue—brain versus blood—suggest that a direct
comparison between these iatrogenic mechanisms of
prion transmission might not be valid. However, findings
in experimental models show that blood may contain

infective agents of prion diseases,™ that no barrier to_.

transmission _exists with intraspecies _ffansmission, _and
that "the mtravenous route of exposure 1o_prions_is faxrly
efficient.”. The seminal experiments by Houston and
}—Iunter“ have shown transmission of BSE by blood
transfusion in sheep, and it is noteworthy that the blood
for transfusion in these experiments was obtained from
sheep midway through the incubation period. Infectivity
has also been noted in the incubation period and
symptomatic phase in a rodent model of vCJD.' This
evidence accords with the possibility of transfusion
transmitted infection in the case reported here.

No evidence of transmission of sporadic CJD by blood
transtusion exists, despite the identification of individuals
who were exposed to blood donated by people who later
developed this disease.” These data may not, however,
be relevant to vCJD because this disease is due to a
novel infectious agent in human beings and because the
amount of disease-associated prion protein in peripheral
lymphoreticular tissues is higher than in sporadic CJD,*
indicating a different pattern of peripheral pathogenesis.
In one study, infectivity in plasma and buffy coat in vC]JD
has not been detected," but this fact, as in many previous
studies of prion diseases, might be because of the severe
restrictions in volumes of blood components that can be
inoculated intracerebrally into experimental animals,
leading to sampling errors in a tissue with low levels of
infectivity and species-barrier effects.

The clinical presentation of the individual in this
report is typical of vCJD," and preliminary examination
confirmed that the neuropathological features were
identical to previous experience of this disease."” The MRI

——ET e
scan did not show the pulvinar sign, which is present in
most cases of vCJD; bur fluid attenuated inversion
recovery sequences were not obtained, and these have
the highest sensitivity. The fact that the clinical and
pathological phenotype was largely consistent with vC]JD
does not preclude the possibility that this case is caused by
secondary transmission. The effects of serial transmission
on phenotype are unpredictable in experimental models,"
but it is noteworthy that the neuropathological features
are stable in serial transmission of BSE and vCJD in
macaque monkeys.'" It is also of note that this case is the
second oldest one of vCJD identified to date.

The red blood cells transfused in this case were not
leucodepleted, although this measure was introduced
during 1998 as a precaution to keep the chance of
transmitting vCJD through blood transfusion to a
minimum. However, uncertainty exists about the probable
efficiency of leucodepletion in reducing infectivity,® and we
cannot assume that the risk of transmitting vCJD will have
been abolished by this measure.

The survwmg rec1plents of blood transfusions donated

_developed vC]D may be at

increased nsk of developmg vC]D and, after consideration

by the Départment of Health C]D incidents panel are

being informed of this risk and the need not to act as
blood or organ donors. Additional measures might be
considered, including exclusion of transfusion recipients
from donating blood and extension of the policy of
sourcing of fresh frozen plasma from outside the UK, but
the most direct action to reduce risk is a careful case-by-
case evaluation of the need for blood transfusion.
Although the epidemic of vC]JD presently seems to be in
decline,"” a proportion of the UK population could be
incubating vCJD" and acting as blood donors.

18 units of plasma from individuals who later developed
vCJD were included in pools for the production of
fractionated products before 1998, at which time a policy
was introduced to source plasma for fractionation from
outside the UK. Before this date, many thousands of
individuals may have been exposed to fractionated
products derived from pools containing a donation
from an individual incubating vC]JD. To date, no case of
vCID has heen-identified -with-ahistory of exposure to
fractionated blood products, and findings of experimental

studies show that significant ~clearance of infectivity

ent steps in the plasma

Rappens in several of the compo:

fractionation process.’” The risks from fractionated plasma
products to a recipient are probably less than from blood
transfusion, not least because the volume of material to
which an individual is exposed could be an important
determinant of the level of risk.

Our report suggests that human prion diseases may be

transmissible 1 nsfusion _and underlines
the importance of epidemiological surveillance systems.

Although experimental studies are important, only

through the study of natural disease can evidence of an
actual iatrogenic risk be identified. The risk of vCJD is not
restricted to the UK, and the identification of cases of
vC]D and examination of history of blood donation may
be important in other European countries and elsewhere.
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1 The role of the CJD Incidents Panel

The CJD Incidents Panel assists all those bodies responsible for the provision and
delivery of health care to decide on the most appropriate action to take to handle :
incidents involving potential transmission of Creutzfeldt-Jakob Disease (CJD)
between patients through clinical interventions, including via surgical instruments,

tissues, organs and blood and to keep the relevant devolved administrations informed.

The Panel also advises on what studies or follow-up of patients may be needed; on
patient tracing and notification exercises where these are indicated; and on what

should be done with any equipment that may have been contaminated.

2 Introduction and background to the establishment of the Panel

2.1 The nature of CJD
CJD is a rare and fatal condition that affects the nervous system, and is one of a group
of transmissible diseases known as the prion diseases or transmissible spongiform

encephalopathies. Three major types of CJD are recognised:

e Sporadic CJD is the commonest form of CJD, which accounts for around 85%

of all cases worldwide and for which the underlying cause is unknown.

e Familial CJD (along with the Gerstmann-Straussler-Scheinker syndrome and
Fatal Familial Insomnia) is associated with a point mutation or insertion
mutation in the human prion protein gene, and is inherited as an autosomal

dominant condition.
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e Acquired forms of CJD include iatrogenic CJD, which is caused by human-to-
human disease transmission through medical and surgical procedures. Other
forms of acquired human prion disease include kuru, which was confined to
the Fore tribe in Papua New Guinea and vCJD, which results from the

exposure to the bovine spongiform encephalopathy agent.

All forms of CJD and other human prion diseases are associated with the
accumulation of an abnormal form (known as a prion) of a host-encoded protein
(called the prion protein) within the central nervous system. This abnormal protein is
thought to be neurotoxic and responsible for the characteristic pathology occurring in
the brain. There is an increasing body of research to indicate that the transmissible
agent may be composed entirely of the abnormal form of prion protein, and it is thus
distinct from microorganisms. The highest level of infectivity in CJD occurs in the
brain. Infectivity can be reduced, but not removed, by the currently available

decontamination procedures in NHS facilities.

Between 1970 and December 2001, the National CJD Surveillance Unit (NCJDSU)

identified 944 cases of sporadic CJD in the UK.!

Since 1970, up to 31* December 2001, 45 cases of CJD attributable to 1atrogenic
exposure have been identified, 6 in individuals receiving dura mater implants, 38 in
individuals who had received human-derived growth hormone (hGH) and one in a

recipiént of human gonadotrophin (hGN).
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The figures for the number of cases familial forms of prion disease in the UK are not

available.

Variant CJD (vCID), a new disease, is believed to be caused by the same abnormal
‘prion’ protein that causes Bovine Spongiform Encephalopathy (BSE) and is thought
to result from eating contaminated beef products. vCJD was first recognised as a
distinct clinical entity in 1996. At 5th August 2002, there were a total of 125
confirmed or probable cases of vCID (dead and alive) in the UK?. It is not known
how many people have been infected but have not yet developed symptoms.
Although there have been no documented cases of transmission of vCID through
medical interventions to date, it must be assumed that vCJD has the potential for
transmission between patients as has been shown for the older, better known forms of

the disease, known as classical CJD.

2.2 Minimising the risks of transmission

In order to minimise the risk of transmission of CJD in a healthcare setting, the Joint
Working Group (JWG) set up by the Spongiform Encephalopathy Advisory
Committee and the Advisory Committee on Dangerous Pathogens drew up guidelines
on the action required to prevent the possible spread from patients who are diagnosed,
suspected or considered to be at risk of developing CJD 3 (This guidance is currently

being reviewed).

However, infectious prions are thought to accumulate in the tissues of patients for a
long period before symptoms of disease are apparent. Such patients incubating

sporadic or variant CJD cannot currently be identified. The elimination of any nisk of
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transmission as a result of medical procedures carried out on such individuals could
only be achieved by the exclusive use of single-use equipment for all patients, or the
development of a decontamination process that is shown to be completely effective

against prions.

Single use tonsillectomy kits were introduced in the UK in 2001. They were
withdrawn the same year in England on patient safety grounds in the light of reports
of adverse incidents. Most Trusts in Northern Ireland returned to using reusable
instruments in 2002. Single use instruments are still used in Wales and reprocessing is

not approved. In Scotland single use instruments use recommenced in March 2002.

DH funded research projects are working on the development of novel
decontamination procedures. This is overseen by the Working Group on Research
into the Decontamination of Surgical Instruments, which reports to SEAC. In 2001,
£200 million of special initiative funding was secured by the Department of Health to

improve decontamination services in the NHS and bring them to an acceptable level.

Although good decontamination reduces the risk of transmission of CJD, it cannot be
relied on to eliminate the risk entirely because abnormal prion protein is extremely
sticky and can survive even the best current decontamination processes used for
surgical instruments. Therefore, whilst the potential for the risk of transmission as a
result of medical procedures remains, guidance has to be given on the appropriate

action to take when possible exposure has occurred.
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The JWG considered developing guidelines to assist healthcare providers to take the
appropriate action but concluded that the issues were too complex to be addressed by
a guidance document applicable to all the anticipated types of incidents. Therefore
the Government’s Chief Medical Officer established an expert panel to consider the
details of incidents and provide the appropriate advice on a case-by-case basis. The
establishment of the CJD Incidents Panel was announced by the Chief Medical
Officer in his August 2000 Update (Extract. Appendix 1). The Panel is chaired by an
ethicist and reports to the JWG. Local clinicians are asked to report incidents to the
Panel. The Panel comprises independent experts in the field of prion diseases, a range
of clinical specialities, legal and ethics advisers and members who speak for the
general public. (Appendix 2). The Panel provides advice on a case-by-case basis to
local clinicians on follow-up action to incidents in which individuals who develop
CJD are found to have had previous surgery, or to have donated blood, tissues or

organs.

3 Outline of the work of the Panel: August 2001-August 2002

There were three full Panel meetings (October 2001, April 2002, June 2002). The

minutes of the Panel meetings are provided, in confidence, to the JWG. Public

summaries are posted on the Department of Health website*

In addition to the full Panel meetings, subgroups of the Panel met to consider the
details of specific incidents and individual Panel members provided the Secretariat

with advice by telephone and correspondence.

A table listing the meetings of the Panel and subgroups is given at Appendix 6
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3.1 Framework Document (Consultation Paper)®

A significant amount of time and effort has been expended by Panel members in the
development of this document. At the first meeting of the Panel in November 2000, it
was agreed to draw up a draft framework document setting out the principles
underlying the Panel’s advice on individual incidents. The draft framework document
“Management of possible exposure to CJD through medical procedures. A

consultation paper” was made publicly available for consultation in October 2001.

The aims of the management actions as outlined in the draft framework document are:

e To protect patients from the risk of acquiring TSEs in healthcare settings.

e To ensure that those who might have been exposed are informed in a manner
appropriate to their level of risk.

e To ensure that those who might have been exposed to lower levels of risk, while

not being actively informed, are able to find out about their exposure if they so
wish.

e To increase our knowledge about the risk of transmitting TSEs in healthcare
settings, to be better able to manage any risk to individuals and to public health.

e To ensure that the public is informed about possible risks of acquiring TSEs

through healthcare.

Because the Panel recognised the need for reflection and discussion in relation to its
proposals, the Panel asked the Department of Health to put the framework document
out to a full consultation with stakeholders and with the general public. This

consultation was launched on 10 October 2001 and concluded with a public meeting
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on 17 April 2002. The consultation document and response form was made publicly
available on the CJD section of the Department of Health website and was also posted
to approximately 3000 people, including health professionals, patient representative
groups and lay and religious groups. A total of 336 written responses (11.5% of the
total mailed) were received. The open meeting was intended to provide a further
opportunity to receive comments and suggestions from interested bodies, health
professionals and patient groups. The public meeting attended by just over 300
individuals from throughout the UK, including a range of professional healthcare
workers, patient representative groups, relatives of CJD patients, representatives of
professional bodies and national organisations, and those with ethics, legal or
insurance backgrounds. A report summarising the responses is available on the CJD
Incidents Panel website and it is intended to put all the responses received on this site.
Further discussions have also taken place with the British Medical Association and

the Information Commissioner.

The framework document was revised in the light of the consultation, which made a
vital contribution to thinking about the scientific, ethical and practical aspects of the
Panel’s proposals. The sections dealing with the general principles and surgical
instruments are now complete; the section on blood and blood products is still under
consideration, pending completion of the blood risk assessment and sections on
dentistry and tissue and organ donations have yet to be added. Even then, the
framework document will remain a working document. It is anticipated that it will
need updating on an ongoing basis in the light of new developments in understanding
of the disease, in decontamination methods and in the light of experience of the
outcomes of the management actions advised. Changing attitudes in society may also

require modifications to the balances struck.
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The revised Framework Document (Consultation Paper), together with a discussion of
the key issues raised will be submitted to the CMOs. There are currently three

particular areas of concern to the Panel as follows: '

Firstly, proposals for the management of CJD incidents represent, the Panel believe, a

coherent package of measures and it is important that they are recognised as such. In
particular, it is crucial that the establishment of a database and the identification of a
contactable group be accompanied by an effective communications strategy regarding
CJD and its management, including the proper provision and funding of appropriate

counselling services.

Secondly, the Panel considers that for their proposals to be workable there are certain
practical issues to be addressed, which can be tackled more appropriately by the
Departments than by the Panel itself. In particular, it is vital that steps be taken to
ensure that the actions taken to protect public health do not compromise the ability of
individuals to obtain access to medical, dental or financial services. In addition, the

Panel is aware that the precise terms under which the database could be established

raises legal questions in relation to the use of confidential patient information.

Thirdly, although the Panel 1s charged with advising on the management of incidents
arising from medical procedures, it believes it appropriate to stress how important it is
that the risk of future incidents be reduced by the appropriate introduction of single
use instruments and the effective implementation of the Departments” policies for

improvements in decontamination. In addition, the speedy introduction of traceability
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of instruments will crucially assist the Panel in providing appropriate and effective

advice in the years to come.

3.2 Blood components and plasma derivatives

The Panel developed a strategy for recipients of blood components, based on the risk
assessment published by the independent consultants Det Norske Veritas (DNV) in
1999°, which it used to advise on individual incidents. The Panel however found that
the risk assessment was not suitable for the Panel’s work in that it was not
comprehensive. It also lacked transparency and was out of date. The Panel
considered that the information available on infectivity in different plasma derivatives
required further analysis to reach conclusions as to the level of risk. The Department
of Health therefore commissioned DNV to provide a revised risk assessment for l;lood
products and plasma derivatives. The assessment has been considered in 2002 by
SEAC, the Committee on the Safety of Medicines and the Committee for the
Microbiological Safety of Blood and Tissues for Transplantation. The risk
assessment is being updated in the light of the comments from these committees and
other experts. The CJD Incidents Panel will use the revised risk assessment as the
basis for advice on incidents involving blood and blood products. Meanwhile, the
Panel continues to provide advice on a precautionary basis, to ensure the protection of

public health until a more robust evaluation is available.

3.3  Other tissue and organ transplantation

Guidance on the microbiological safety of organs, tissues and cells used in
transplantation sets out selection criteria for prospective donors. A theoretical risk of
vCID transmission exists, but addressing the immediate clinical need for which
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organ/tissue transplantation is required is paramount. The CJD Incidents Panel will
provide specific advice if an incident involving transplantation occurs and the basis

for such advice will be included in the revised framework document. Whilst a full
risk assessment in this area has yet to be developed, advice will be given for incidents

involving tissue and organ donations on a precautionary basis.

3.4 Storage of contaminated instruments

The Panel welcomes the Department of Health's proposed arrangements for storage of
instruments that may have been contaminated with CJD for research purposes and

will provide advice on the information that would need to be linked to these

instruments.

4 Cumulative analysis of incidents reported to the Panel
(27/8/00-6/8/02)

4.1 Definitions and Pfocedures

Incidents arise when patients who are diagnosed or suspected of having CJD are
found to have undergone a medical procedure at some time in the past. Other patients
could be put at risk if CJD is transmitted through contaminated instruments and/or

devices, blood or other tissues or organs donated by patients with CJD. 5

The incidents reported and analysed in the following section, exclude certain queries
which have come in to the Panel Secretariat, such as historical incidents in which
actions had been taken prior to the establishment of the Panel, incidents outside the

UK and incidents for which the information available was insufficient to allow follow

up.
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When an incident is reported to the Panel a patient incident number (PI number) is

allocated and given to the person reporting the incident for use in all future

correspondence. One PI number may include one or more procedures that the patient

has undergone. These procedures often cover a range of specialities at various

hospitals and clinics. In many incidents, additional information from the clinicians

involved is required before advice can be given. In many cases, final advice on the

full actions to take must await Government agreement with the Panel’s proposals and

establishment of the appropriate infrastructure required for their iniplementation.

4.2. Types of incidents reported

The CJD Panel Secretariat had received at 6 August 2002 a total of 113 incidents or

requests for advice from the Panel. Of these, 77% (n= 87) involved surgery or other

invasive procedures. The remaining 23% of reports almost all related to blood

donations. (Table 1).

Table 1: Incidents (n=113) reported to the CJD Incidents Panel (27/8/00 — 6/8/02)

YEAR SURGERY-RELATED NOT SURGERY-RELATED * | TOTAL
2000 (27/8-31/12) 16 0 16
2001 (1/1-31/12) 38 16 54
2002 (1/1-6/8) 33 10 43
Total (27/8/00-6/8/02) 87 26 113

* These incidents are almost all related to blood donations but also include other examples such as a
human growth hormone-recipient query.
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Incidents not related to surgery (or other invasive procedures)

The non-surgical incidents comprise 25 blood-related incidents and one query about
procedures on a recipient of human growth hormone. These non-surgical incidents
are mainly requests for advice on the precautions required for invasive procedures on
recipients of plasma derivatives but also include reports of a CJD diagnosis being
made on people who have donated blood. The Panel has agreed that concern about
blood donations is restricted to vCJD cases. No incidents involving transplantation of

organs or tissues have been received to date.

At present, the Panel is only able to provide advice to clinicians caring for recipients
of plasma derivatives as and when the clinicians request advice. This is the basis on
which many blood-related incidents are logged. This does not necessarily mean that
the patient is at special risk, only that the potential risk needs to be considered. This
is done on an individual patient risk assessment based on the details of the batch of
product and the number of units of the plasma-derived product each has received.

The Panel is able to advise on the risks once the full details are provided.

Incidents of 9 potentially contaminated blood donations have been reported with 29
recipients of the blood (of whom 13 patients were still alive in August 2002). None
of these patients have been informed but precautions have been taken to protect the

blood supply.
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Incidents related to surgery (or other invasive procedures)

The following tables relate to the 87 surgery-related incidents. 85% of cases were

reported from England, 10% from Scotland and the remainder from Wales and

Northern Ireland. (Table 2).

Table 2: Surgery related incidents reported to the CJD Incidents Panel 27/8/00-6/8/02 by country

COUNTRY NUMBER % TOTAL
England 74 85
Northern Ireland 2 2
Scotland 9 10
Wales 2 2
Total 87 99*

* % do not add up to 100 due to rounding

Most of the incidents reported (90%) involving surgery or other invasive procedures

were related to cases of either sporadic (45%) or vCID (45%). (Table 3) Some

incidents reported to the Panel related to patients eventually confirmed as a diagnosis

other than CJD. In a few cases the type of CJD was unclear. The Panel Secretariat

advises the local incident team to provide the opinion of the NCJIDSU using their

terminology and classifications for the diagnosis.

Table 3: Types of CJD involved in surgery-related incidents (n=87) reported to the CJD

Incidents Panel 27/8/00 — 6/8/02

FINAL DIAGNOSIS NUMBER % TOTAL
Sporadic CJD (possible, probable or definite) 39 45
Variant CJD (possible, probable or definite) 39 45
Other types of CID (including 1 familial and 1 probable 6 7
GSS) or CJD type unclear
Not CJD 3 3
Total 87 100

When surgery-related incidents are reported to the Panel, information is sought about

the surgical instruments used. This includes the traceability of the instruments.

Where the instruments used cannot be identified, it may be advised that all the
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instruments that could have been used are placed in quarantine. Lack of traceability
also means that it is not possible to identify patients who may have been exposed
subsequently. Some or all of the surgical instruments of concern were traceable (by
tray) in only 45% of incidents reported to the Panel (Table 4). This is a matter of
concern as the Department of Health has advised Chief Executives of NHS Trusts to
have 'taken steps towards having systems in place to enable the tracing of surgical

instrument sets to patients on whom they have been used by 31% March 2002'7

Table 4: Instruments/equipment traceable/not traceable in surgery-related incidents (n=76*)
reported to the CJD Incidents Panel 27/8/00 — 6/8/02

TRACEABILITY NUMBER % WHERE
(BY TRAY) TRACEABILITY
SOUGHT
Traceable (some or all) 34 45
Not traceable 18 24
Missing/awaited information 24 31
Total 76 100

* 11 of the total 87 are not included in this table because traceability was not an issue for such reasons
as the instruments were disposable or the tissue was low risk.

The procedures involved contact with a range of tissues and a variety of specialities.

The most common related to the gastrointestinal tract (often endoscopy). (Table 5).

Table 5 Specialities involved in incidents reported to the CJD Incidents Panel (note one incident
often involves several procedures across a range of specialities)

SPECIALITY NUMBER % TOTAL
Gastrointestinal 29 20
Obstetrics and gynaecology 18 13
Neurology/neurosurgery 16 11
Orthopaedics 14 10
Ophthalmology 13 9
ENT (including 4 tonsillectomies) 12 3
Thoracic 11 8
Other* 18 13
Total 143 100

*including general surgery, urology, accident and emergency, anaesthesia, vascular surgery.
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Panel Advice

In one surgery-related incident reported, there are 3 patients who will be 'contactable’

for public health reasons as assessed by the Panel and based on the Framework

Document (Consultation Paper).

The Panel is advising that these patients should be contacted as soon as adequate
support 1s available. The Panel Chairman has written to the CMOs requesting the
establishment of a communication strategy to support full implementation of the

Panel’s proposals.

Quarantine and withdrawal

Instruments were quarantined (either on Panel advice or already before reporting the
incident) in 55% (n=48) of reported incidents involving surgery or other invasive
procedures. Following consideration and receipt of further information, the Panel

advised that the instruments were returned to use in 21 (44%) of these 48 incidents.

The Panel advised that a small number of instruments were to be permanently
removed from use. Other instruments may have been destroyed, but not on Panel

advice.

5 Issues of concern and matters of principle

5.1 Dental procedures

The Panel is concerned to obtain more information on the possible risks that could
arise from various types of dental procedures and awaits the outcome of risk
assessments being carried out by the Department of Health before including these
procedures in its framework document. Problems have been recognised in connection
with identifying which dentist(s) a CJD patient may have attended prior to the
diagnosis of CID. The name of a patient’s dentist is not formally recorded in their
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medical records and immediate relatives may not know this information. Dental
records are kept for at least seven years for all registered patients over eighteen years
of age but this will not be the case for non-regular attenders. When patients change
their dentist there is no formal system for transferring their records to the new dentist.
Another area of concern in dentistry is that some of the reusable instruments are
extremely difficult to clean e.g. reamers and files used in root canal treatments.
Questions have been asked about infection control issues in dentistry including
methods of sterilisation, auditing of decontamination in dental surgeries and
traceability of instruments. The JWG has been asked to consider the risks of

transmission of CJD through dental procedures.

5.2 Endoscopy
Incidents involving endoscopy/fibreoptic equipment accounted for 26% of procedures
reported. The endoscopic procedures involved a range of specialities e.g. gastroscopy,

flexible laryngoscopy, cystoscopy.

The Panel was asked for advice on the potential risk of transmission of CJD via
endoscopes and on precautions required when performing endoscopy on patients

identified as risk. A subgroup of the JWG was convened to address these issues and

present a report to the JWG.

5.3 Ventilators

The Panel was advised on the potential risk from ventilators used on a patient with
suspected CJD by the Advisory Committee on Dangerous Pathogens and Spongiform
Encephalopathy Advisory Committee Joint Working Group on Transmissible

Spongiform Encephalopathies (JWG). The advice was that a single-use filters should
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always be used at the patient end of an anaesthetic breathing circuit and that all
constituent parts of the patient circuit should be disposable and be discarded at the end

of the case.

5.4 Haemodialysis

The Panel considered the issue of possible risks of transmission of CJD from the use
of haemodialysis equipment on a patient recipient of potentially contaminated blood
products or a patient with suspected CJD. The Panel sought additional guidance from
the Advisory Committee on Dangerous Pathogens and Spongiform Encephalopathy
Advisory Committee Joint Working Group on Transmissible Spongiform

Encephalopathies (JWQG).

The JWG advised advice was that, provided the equipment was suitably monitored
and there were no failures, such as leakages in the system, and that single-use
components such as the dialyser and extracorporeal lines, were not re-used, there was
little risk of transmission of CJD from dialysis machines (haemofilters and diafilters).
The advice was valid for equipment in which there were filters between the machine
and the blood, so the machine itself does not come into contact with blood or other
body fluids, and pressure gauges were also barrier-protected. It was noted however
that, if older machinery, which may not include such single-use disposable

components, has been used, the JWG would be far less likely to conclude that the

risks are acceptably low.
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5.5 Plasma derivatives

The Panel has requested a full evaluation of the potential infectivity in plasma

derivatives before including a final evaluation of the potential risks from receipt of
these products. In the interim, the Panel is advising that special precautions should be

taken in the treatment of recipients who might eventually be included in the

contactable group.

5.6 Decontamination Review

The Panel considered whether any information in the report 'A review of the
decontamination of surgical instruments in the NHS in England’ published in 2001
changed the decisions as set out in the draft framework document. It was agreed that
no revisions were necessary since the proposals had been based on the previously

published Scottish review, which had obtained similar results.

The Review had assessed NHS performance with a ‘traffic light’ system, looking at: 1)
environment; ii) equipment; iii) training and iv) services. Members were assured that
a significant amount of time, manpower and resources had been dedicated to rapidly
improving any sites identified to be in urgent need of improvement. This work would
be ongoing, and each NHS Trust now had an appointed person responsible for
ensuring that standards continue to be met. £200 million had been dedicated to the
improvement of decontamination and state-of-the-art Central Sterile Service
Departments would be installed over the next three years in each region to maintain
standards. £75 million had already been spent. There was also stated to be a

commitment across the NHS to ensure that improvements are made and maintained.
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It was noted that the decontamination improvement exercise would include some

work in primary care and dentistry.

5.7  Potential secondary transmission
The Panel agreed that the surgical history of all patients in the 'contactable' group
(including blood product recipients) should be examined individually to determine

whether any further risk of onward transmission may have occurred.

5.8 Incidents involving possible or probable sporadic CJD

The Panel agreed that it was possible to give advice in incidents where the diagnosis
is possible or probable sporadic CJD in advance of, or in the absence of, a
postmortem confirmation of the diagnosis. This decision was based on information
from the NCJDSU that of the referrals of 42 possible and 7 probable sporadic CJD

cases to the NCJDSU in 2000 no cases were later diagnosed as vCID.

The Panel has agreed that, although transmission from tissues other than the CNS and
eye of sporadic CJD patients cannot be excluded with certainty for all possible
individual cases of this form of the disease, the balance of evidence indicates that the
risk of this occurring is extremely low. Given that all UK inhabitants must be
considered to be at some risk of variant CJD as a result of exposure to BSE before
strict enforcement of controls, the Panel concluded that no special actions were

justified in incidents involving sporadic CJD and tissues other than the CNS or eye.
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5.9 Revision of Panel Advice on matters of principle
The Secretariat agreed that, should the Panel significantly revise its advice on any
matter of principle, the Secretariat would write to those people who had reported any

relevant incident in the past explaining the reasons for the change of opinion.

5.10 Saurgical Instruments
The speedy introduction of traceability of instruments will assist the Panel in

providing appropriate and effective advice in the years to come.

Although the Panel is charged with advising on the management of incidents arising
from procedures it considers it appropriate to stress the importance of reducing the
risk of future incidents occurring by the appropriate introduction of single use
instruments where possible. It also strongly supports the effective implementation of

the Departments' policies for improvements in decontamination.

The Panel highlighted a particular problem with instruments used for taking brain

biopsy samples and will draw this to the attention of the relevant professional bodies.

6 Future Work

» The Framework Document and the sections of the Framework Document relating
to blood components and plasma derivatives will be developed as a high priority.

» The framework document will be extended to include dental procedures.

» The framework document will be extended to include organs and tissues donated

by patients who subsequently develop CJD.
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> The Panel feel that it is crucial that the establishment of a database and the
identification of a contactable group be accompanied by an effective
communications strategy regarding CJD and its management, including the proper
provision and funding of appropriate counselling services. The Panel is concerned
that an appropriate system of expert support should be available to support those
charged with providing information and counselling to patients involved in look-
back and notification exercises. A communication strategy is currently being
developed by the Communicable Diseases Surveillance Centre,
> The Panel requests the Department of Health to keep the Panel informed on their
plans to mount an exercise to increase public understand.ing of the nature of CJD,
the ethical issues surrounding individual patient interests and public health and the
purpose of the proposed database of potentially exposed individuals.
> The Panel is considering asking the Department of Health to reconsider the
retention period of health records in the light of the potential long i1ncubation
period for CJD and the possible need to trace records over decades.
» The Panel will continue to report to the JWG in the follow ways:-
e provide the JWG Chairman with Panél meeting agendas in advance of
each meeting
e provide a public summary of each meeting of the Panel for release on the
agreement of the JWG Chairman
e provide an annual report to the JWG for public release
e append a confidential annex to the annual report containing the minutes of

the Panel meetings.
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APPENDIX 1

EXTRACT FROM CMO’S UPDATE 27AUGUST 2000

Expert panel on the management of incidents involving
Creutzfeldt-Jakob Disease (CJD) and surgery

. An expert panel has been set up to provide advice to
clinicians on what action to take if a patient is diagnosed
as having, or develops symptoms suggestive of,
Creutzfeldt-Jakob Disease (CJD) some time after having
undergone invasive surgery.

. The panel will advise on what action, if any, needs to be
taken with the instruments involved and on the likely
level of risk to other patients on whom the instruments
may have been used. The level of risk will depend on a
number of factors and the panel will consider each case
individually.
Clinicians with patients in this category should contact the
secretariat who will arrange for details of the case to be put
to the panel for advice.
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APPENDIX 2 Membership of CID Incidents Panel

Name

Chairman

Professor Michael Banner
Vice Chairman
Professor Don Jeffries
Members

Mr John Barker
Professor Mike Bramble
Dr Geoff Craig
Professor lan Cooke
Professor Len Doyal

Ms Jean Gaffin

Dr Noel Gill

Mr Luke Gormally

Dr Pat Hewitt

Professor Peter Hutton
Professor James Ironside
Ms Diana Kloss
Professor John Lumley
Ms Susan MacQueen
Mr Henry Marsh
Professor John O’Neill
Dr Mike Painter

Dr Geoff Ridgway

Dr Roland Salmon
Professor Graham Smith
Professor Dame Lesley Southgate
Dr David Taylor

Mr Andrew Tullo

Ms Gillian Turner

Dr Hester Ward

Ms Kate Woodhead

Dr Tim Wyatt

Observers

Name

Dr Martin Donaghy
Dr Glenda Mock
Dr Mike Simmons

Secretariat

Name

Dr Nicky Connor (until May 02)
Dr Pip Edwards

Miss Claire Mills (until June 02)

CJD Incidents Panel Secretariat

Expertise
Ethics
Virology

Sterile Service Management
Gastroenterology

Dental Surgery

Obstetrics and Gynaecology
Ethics

Lay Representative
Epidemiology

Ethics

Blood Safety

Anaesthesia

TSE and Neuropathology
Law

General Surgery

Infection Control
Neurosurgery

Ethics

Microbiology
Microbiology
Epidemiology
Anaesthesia

General Practice

TSE and Decontamination
Ophthalmology

Lay Representative
Epidemiology

Theatre Nursing
Microbiology

Affiliation

Scottish Executive Health Directorate
Department of Health, Social Services and Public Safety, Northern Ireland

National Assembly of Wales
Affiliation
CJD/ BSE Policy Unit, DH

CJD/ BSE Policy Unit, DH
CJD/ BSE Policy Unit, DH
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APPENDIX 3: CODE OF PRACTICE FOR MEMBERS OF THE CJD
INCIDENTS PANEL

The Code of Practice for CJD Incidents Panel members is based on a Cabinet Office
model, which contains guidance on matters such as required standards in public life,
the role of the Panel, declarations of interest and the handling of Panel papers. The
code has been agreed with the Panel.

INTRODUCTION

1.

The (JD Incidents Panel operates as a subgroup of the ACDP/SEAC Joint
TSE Working Group. Its terms of reference are given in Annex A.

In line with Government policy on standards in public.life, openness and
accountability, the CJD Incidents Panel Secretariat has drawn up the following
Code of Practice which members have agreed to follow in carrying out duties
associated with the Panel.

STANDARDS IN PUBLIC LIFE

3.

Members of the CJD Incidents Panel are expected to:

follow the Seven Principles of Public Life as set out by the Committee on
Standards in Public Life (see Annex B), as they apply to their service on the

Panel;

comply with this Code, and ensure that they understand their duties, rights and
responsibilities, and that they are familiar with the function and role of the
Panel and relevant Government policy;

not misuse information gained in the course of their Panel duties for personal
gain or for political purpose, not seek to use the opportunity of Panel service
to promote their private interests or those of connected persons, firms,
businesses or other organisations; and;

not hold any paid or high profile unpaid posts in a political party, and not
engage in specific political activities on matters directly affecting the work of
the Panel. When engaging in other political activities, mmembers should be
conscious of their public role and exercise proper discretion.
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ROLE OF MEMBERS

4. The terms of appointment of CJD Incidents Panel members are set out in
Annex C. '
5. Members of the CID Incidents Panel have collective responsibility for the

operation of the Panel. They should engage fully in the collective
consideration of issues, taking account of the full range of relevant factors,
including any guidance issued by the Spongiform Encephalopathy Advisory
Committee/Advisory Committee on Dangerous Pathogens Joint TSE Working
Group. The members are expected to:

e agree the advice, recommendations and reports as set out in the Panel terms
of reference;

e ensure that the Panel does not exceed its remit.

ROLE OF THE CHAIRMAN

6. The Chairman has particular responsibility for providing effective leadership
on the issues above. In addition, he/she is responsible for:

e ensuring that the advice and recommendations, produced by the Secretariat,
and any reports to the Spongiform Encephalopathy Advisory
Committee/Advisory Committee on Dangerous Pathogens Joint TSE
Working Group accurately record the decisions taken and, where
appropriate, the views of individual Panel members have been taken into
account. The Chairman will indicate that the advice, recommendations and
reports accurately reflect the Panel’s views by "signing-off™ once they have
been agreed by the Panel;

e representing the views of the Panel to the general public as appropriate; and

e briefing new members on appointment, as appropriate; and providing an
assessment of their performance, on request, when they are being
considered for re-appointment to the Panel.

ROLE OF THE DEPUTY CHAIRMAN

7. The Deputy Chairman has all the responsibilities of the Panel members. In
addition, he/she:

e provides advice and support to the Chairman in the exercise of his/her
duties as described in paragraph 9 above and

e takes over the Chairman’s duties in the event that the Chairman is for
any reason unable to fulfil them.
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ROLE OF THE SECRETARIAT

The Secretariat is provided by Department of Health officials.
Communications between the Panel and the clinicians, Regional Health
Authorities or Health Boards and the SEAC/ACDP TSE Working Group will
generally be through the Secretariat, except where it has been agreed that an
individual member should act on the Panel's behalf. Nevertheless, any Panel
member has the right of access to the Joint TSE Working Group on any
matter, which he or she believes raises important issues relating to his or her
duties as a Panel member. In such cases, the agreement of the rest of the Panel
should normally be sought.

The Secretariat is also responsible for:
e maintaining an up-to-date record of Panel Members’ interests;
e ensuring that the Panel does not exceed its powers or functions;

e ensuring that the Code of Practice is adhered to, and any complaints are
dealt with appropriately.

DECLARATIONS OF INTERESTS

10.

11.

It is important to avoid any danger of members of the CJD Incidents Panel
being influenced, or appearing to be influenced, by their private interests in the
exercise of their public duties. All members should, therefore, declare any
personal or business interests which may, or may be perceived (by a
reasonable member of the public) to influence their judgement. This should
include, as a minimum, payments to members personally and payments to the
relevant part of the organisation for which a member works. Financial or
clinical involvement in any particular establishment or individual cases under
consideration, and financial interests in businesses supplying medical
equipment are examples of interests that should be declared. Members should
be aware of their responsibility not to be seen to allow their judgement to be
influenced in considering receipt of any gifts or hospitality offered in the

exercise of their public duties.

If members feel that there are interests, outside the scope of this Code, which
could be perceived as influencing their work in relation to the CJD Incidents
Panel, for example the personal or business interests of close family members
(personal partners, parents, children, brothers and sisters and the personal
partners of any of these) they should declare those or approach the Secretariat

for advice.

Declarations of interests at meetings

12. A declaration of any interest should be made at any Panel meeting where it
relates specifically to a particular issue under discussion. The Secretariat will
CJD Incidents Panel Secretariat 30
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record this declaration in the minutes (whether or not a member also
withdraws from the meeting). Members should not participate in the
discussion or determination of matters in which they have an interest, as
defined above, and may be asked by the Chair to withdraw from the meeting.

Register of interests

13.

The Secretariat will maintain a Register of Members Interests. This will be
kept up to date, will be included in the reports to the SEAC/ACDP Joint TSE
Working Party, and will be publicly available. Members should notify the
Secretariat, immediately, of any changes in interests of relevance to the work
of the Panel.

OPENNESS

14.

15.

16.

17.

18.

The majority of papers considered by the Panel will relate to specific clinical
cases, and therefore must be considered as confidential and are excluded from
the requirement for public disclosure (see Annex D).

The minutes of meetings will include details of individual cases and must
therefore also remain confidential.

The underlying basis on which the Panel reaches conclusions will be publicly
available through the SEAC/ACDP Joint TSE Working Group.

Advice given to individual Health Authorities or Health Boards and clinicians
involving individual cases will be given in confidence, but the Health
Authorities or Health Boards and clinicians may choose to make the advice
publicly available if they consider this appropriate.

Annual reports to the SEAC/ACDP Joint TSE Working Group will be publicly
available following acceptance by the Working Group.

RELATIONS WITH THE MEDIA

19.

20.

The Secretariat (via the DH Press Offices or Regional Health Authorities or
Health Boards, as appropriate) will usually be responsible for handling media
enquiries about the CJD Incidents Panel and its work. However, members
may need to deal with direct enquiries from the media, and should do so with
circumspection. Unless the Panel has agreed that an individual member
should speak on their behalf, members should make it clear that they speak as
individuals, not on behalf of the Panel. Members may prefer to refer any such
media enquiries to the Secretariat in the first place, or to seek advice on how to

handle particular enquiries.

Members may, in the course of their work, address conferences and seminars,

or have other speaking arrangements at which the media are present. In these
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circumstances, members should take care to make it clear that they are speaking in a
personal capacity and not as a member of the CJD Incidents Panel. ANNEX A

CJD Incidents Panel
Terms of Reference

"To assist individual Health Authorities or Health Boards and clinicians to decide on
the most appropriate action to take to handle incidents involving potential
transmission of Creutzfeldt-Jakob Disease (CID) and variant CJD (vCID) between
patients through clinical interventions, including via surgical instruments, tissues,
organs and blood and to keep the relevant devolved administrations informed.

To consider what information should be collected on patients who may have been
exposed; advise on what studies or follow-up may be needed; advise Directors of
Public Health on patient tracing and notification exercises where these are indicated;
and advise on whether any other measures are needed to protect the wider public

health.

To make regular reports to the Spongiform Encephalopathy Advisory Committee and
Advisory Committee on Dangerous Pathogens Transmissible Spongiform
Encephalopathy Joint Working Group (JWG).

To keep the expert guidance under review and make recommendations to JWG for
further guidelines as necessary, in the light of experience of incidents and research in

progress.”
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ANNEX B

THE SEVEN PRINCIPLES OF PUBLIC LIFE

Selflessness

Holders of public office should take decisions solely in terms of the public interest.
They should not do so in order to gain financial or other material benefits for
themselves, their family, or their friends.

Integrity

Holders of public office should not place themselves under any financial or other
obligation to outside individuals or organisations that might influence them in the

performance of their official duties.

Objectivity

In carrying out public business, including making public appointments, awarding
contracts, or recommending individuals for awards and benefits, holders of public
office should make choices on merit.

Accountability

Holders of public office are accountable for their decisions and actions to the public
and must submit themselves to whatever scrutiny 1s appropriate to their office.

Openness

Holders of public office should be as open as possible about all the decisions and
actions that they take. They should give reasons for their decisions and restrict
information only when the wider public interests clearly demands.

Honesty

Holders of public office have a duty to declare any private interests relating to their
public duties and to take steps to resolve any conflicts arising in a way that protects
the public interests.

Leadership

Holders of public office should promote and support these principles by leadership
and example.
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ANNEX C

TERMS OF APPOINTMENT OF CJD INCIDENTS PANEL MEMBERS
Appointments to the Panel are made by the Chief Medical Officer. Terms of
appointment usually range from 1-3 years. Appointments may be terminated at
members' request; Panel members can normally be removed from office by the Chief
Medical Officer if they fail to perform the duties required of them in line with the
standards expected in public office, or at the Chief Medical Officers' discretion.

Members may claim travel and subsistence allowances at standard DH rates.
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ANNEX D

EXEMPTIONS FROM PUBLIC DISCLOSURE

1. The Code of Practice on Access to Government Information allows exemption
from disclosure of:

. information which would harm national security, defence or international
relations;

. information that would harm the frankness and candour of internal discussion;

. information which would prejudice law enforcement and legal proceedings or

would harm public order or public security;

. vexatious requests and requests which are manifestly unreasonable or
formulated in too general a manner;

. information about to be published;

. incomplete analysis, research or statistics or information held only for the
purpose of research and statistics, where the individual record will not be
identified;

. information which would cause an unwarranted invasion of peréonal privacy;

. commercially confidential information;

. information given in confidence;

. information whose disclosure is prohibited by law.
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