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TRANSFUSTON COMPLICATIONS

Lack of evidence of transfusion transmission of Creutzfeldt-Jakob
. disease in a US surveillance study

Kerri Dorsey, Sh‘imian Zou, Lawrence B. Schonberger, Marian Sullivan, Debra Kessler,
' Edward Notari IV, Chyang T. Fang, and Roger Y. Dodd

BACKGROUND: Since 2004, several reported transfu-
sion transmissions of variant Creutzfeldi-Jakob diseases
(vCJD) in the-United Kingdom have reawakenad con-
cems about the possible risk of similar transmissions of
nonvariant or classic forms of CJD.

STUDY DESIGN AND METHODS: Patlents with a CJD
diagnosis and a history of donating blood were reported
to the study coordinator. Through review of blood distri-
bution and hospital records, the recipients of blood
components from these donors were Ideritified. We then
determined each reciplent's vital status and, it
deceased, the causefs) of death identified by matching
the recipient's personal identifiers with the Centers for
Disease Contraf and Pravention’s National Death index’

were enrolled in this study and annually, thereafter for
those who remained alive.

RESULTS: The study included a total of 36 blood
donors who subsequently developed CJD and 436
reclp!ems.l Through 2006, 91 of these reciplents were .
stili alive, 329 were deceased, and 16 were lost to
follow-up. After transtusion, these three groups had sur-
vived a total of 2096.0 person-years. A total of 144
recipients survived 5 years or_longer after transfusion
and 88 of them had recelved blood donated 60 or fewer
months before the onset of CJD in the donor. We iden-
tfied no recipient with CJD. : co

. CONCLUSIONS: The cuiment resuits of this large,
ongoind lookback study show no evidence of transfu-

that the risk, if any, of transfusion transrnission of prien
disease by CJD donors Is significantly lower than the
comparable risk of such transmission by vCJD donors.

database, We conducted such searches after recipients .

“sion transmission of CUD. They reinforce the conclusion
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ariant Creutzfeldt-Jakob disease (vCJD) and
the nonvariant or classic forms of Creutzfeldt-
Jakob disease (CJD) of humans belong to a
group of transmissible, fatal degenerative
neurologic diseases called transmissible spongiform
encephalopathies (TSEs). These diseases are also called
prion diseases because of the formation and accumula-
ton of an abnormal form of the prion protein (PrP*) that

s hypothesized to play a central etiologic role in the

disease process.! TSEs affect both humans and animals
(e.g.. bovine - spongiform’ enceplialopathy {commonly

‘known as mad cow disease] in cattle; scrapie in sheep and

goats; and chronic wasting disease in deer, elk, and

‘moose).

Prion diseases in humans have been reported to
occur sporadically without an apparent environmental
source, through an inherited genetic mutation, or iatro-
genically. Cases of familial CJD have occurred due to a
mutated prion protein gene (PRNP) located oni chromo-
some 20. More than 30 different mutations of the PRNP

" ABBREVIATIONS: NDI = National Death Index; TMER = Trans-

fusion Medicine Epidemiolagical Review; TSE(s) = transmissible
spongi[orm_cncephalopa(_hy(-igs): vCID = varjant Cmutzf;ldt-
Jakob disease, -
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have been linked to familial human. prion diseases. The

. most common familial CJD haplotypes are E200K-129M

and D178N-129V? Cases of iatrogenic CJD have been
associated with exposures to contaminated neurosurgical

- equipment,  human-derived pituitary growth hormone

injections, cadaver-derived dura mater grafts, and corneal
grafts? ) )

Surveillance of CID in the United States has shown
approximately one case annually per million people in the
general population. Over many years, these rates have
remained reasonably stable and the median age at death

- has consistently been approximately 68 years.*S

Since the late 1980s, efforts have been made to mini-
mize the potential risk of transfusion transmission of CJD,
and In the 1990s the Food and Drug Administration (FDA)
convened a TSE advisory committee, consisting of public
interest advocates, ethicists, caregivers, and technical
experts. Further, the FDA has issued a number of guid-
ances for industry. These guidances ‘attempt to balance
the benefits of reducing the uncertain risks of prion
disease transmission by blood praducts and the potential
adverse impact that such preventive policles might have
on product availability.® i

Since 2004, transfusion ‘transmission of the vCJD
agent has been well documented. To date, the investiga-
tors conducting the UK Transfusion Medicine Epide- -
miological Review (TMER) study have linked three

~ symptomatic cases of vCJD and one asymptomatic vCJD

infection to recelpt of blood transfusions from donors
who sibsequently developed vCID (vCJD donor).”® One
bload donor was linked to two of the vCJD transmissions
through donations, 21 and 17 months before the donors’.
‘onset of vCJD. These data suggest that once vCJD infectiv-

" ity appears in blood it probably persists there, [n addition

to increasing concerns about the transmissibility of veJD,
these transfusion transmissions reawakened conicerns

- and interest in blood safety and CJD. Both vC]Dand CJD ~

are invariably fatal and are cauised by similar unconven-
tional agents that are unusually resistant to inactivation.
Incubation periods for vCJD and iatrogenic CJD are mea-
sured In years; there is no practical, licensed screening test

* toidentify those who maybe incubating these diseases ¢

Because CJD is far more common than vCD, CJD raight’
potentially affect even mote recipients if, in fact, CJD were
transmitted by blood transfusion.!? - »
Surveillance and epidemiologic studies have provided
the most reassuring data about blood safety and CJD,
although very little long-term lookback data on donations
from CJD donors have been reported.213.14 Surveillance of

. high-exposure recipients, such -as persons with hemo-

philia, and case-control .studies show no evidence for
transfusion transmission of CJD in humans.’ In con-

" trast, animal models have demonstrated that prion dis-

eases can be transmitted by -blood, a finding that
aggravates concern aboitt blood safety and CJD.!% For’
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disease.”

examﬁle, studies comparing the infectivity In murine

‘models of vCID and Gerstmann-Straussler-Scheinker
-disease, a genetically inherited, classic (not bovine spongi-

form encephalopathy related): form of prion disease, . -

revealed similarly low levels of infectivity in blood compo-
nents during both the preclinical and the clinical phases of

In late 1994, a repott of o in‘'an American Red Cross
10-gallon donor heighteried public health concerns in the

.United States about the possible transfuston transmission

risk of CJD. Because of these concerns, in 1995 the Red
Cross in collaboration with the Centers for Disease
Control and Prevention (CDC) initiated a long-term look-
back investigation of blood donors who were later
diagnosed with CJD (CJD donors). The purpose of ‘this
collaborative stidy was to provide further epidemiologic
data to assess the recurring concerns about the possibility
of CID transmission by blood transfusion. This article
reports on the follow-up of the recipients of blood prod-
ucts from reported CJD donors, This study is the largest of
its kind reported to date in terms of the number of such

- recipients identified and the period of time that they were.

documented to have survived after transfusion,

"MATERIALS AND METHODS
CJD patients with a history of blood donation

The study coordinator identified CJD blood donors from
reports provided by collaborating blood centers; family

- members, the CDC, and.the FDA. Through searches of

blopd establishment records on donations made by the

" CJD donor and with the cooperation of hospitals, we iden-
. tified recipients of the CJD donors’ blood comiporients,

Criterla for inclusion of a CJD donor in the study
included 2 diagnosis of CJD made by a neurologist (and
preferably confirmed by neuropathologic study of brain

- tissue at autopsy or biopsy) and a history of at least one
(documented allogeneic blood ‘donation. (Autologous and
“therapeutic donations were not included.) We collected - -

results of available diagnostic laboratory tests, cerebrospi~ -

nal fluid studles, and electroencephaiograms on the

' reported CJD donors. We notified the blood centers about -

the CJD'donors dnd requested that each center review its
records for each of the CJD donor’s donations to identify -
the reciplents of each donor's labile blood components. A.
CJD donor was.entered in the study when at least one-of
these reciplents was identified and could be documented

to have survived for atleast 1 day after recefving the blood -

components,

Reciplents of blood products from donors who

" developed CJD ) :

We requested that the tranéfuslon‘ service p:ersonneI send
us Information on each regipien; of blood from a CJD-

4.
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donor. This information included the recipient’s name
and soclal security number; data on the transfusion of
concern, including date of transfusion and the volume
and type of components transfused; and data on the last
known vital status of the patient, including the date and
cause of death if a recipient was deceased. The institu-
tional review boards of the CDC and the Red Cross
approved this protocol. No study-related recipient notifi-
cation was required by the institutional review boards
because of the absence of 1) compelling evidence of
transfusion transmission of CJD in humans, 2) any prac-
tical licensed test for preclinical CJD, and 3) any estab-
lished treatment to prevent or cure CID.

Follow-up of the recipients

- For recipients for whom we had identifiers, we deter-
mined each recipient's vital status and cause(s) of death, if
deceased, through searching the CDC’s National Death
Index (NDI) database (National Center for Health Statis-
tics, Hyattsville, MD). We conducted such searches after a
recipient was entered in this study and annually thereafter
for those who remained alive, Whenever a match between
the recipient’s personal identifiers and the NDI database
occurred, the NDI provided us with the date and codes for

- the cause(s) of death. The NDI database contains up to 20
codes describing the multiple causes of death. All codes

. describing the cause of death (underlying and additional
contributing causes) were reviewed and recorded. When a
code for a neurologic death was identified , the death cer-
tificate itself was obtained for review primarily to verify
that CJD or some other mention of a priondisease was not
listed on the certificate and possibly miscoded. In addi-
tion to enabling this verification, the death certificate may
provide information on the duration of the illness and
Wwhether an autopsy was performed. Codes that triggered a
request of the death certificate for a further review are
listed in Table 1. The information received from NDI has
an 18- to 2¢-month lag (e.g., the 2006 death index data first
became available in 2008) because the vital statistics
information is first compiled and coded by the states in
which the death occurs, after which it is sent to NDL

In addition to cross-matching recipient data with the
NDI database, we annually queried AutotrackXP (Choice-

point, Inc., Boca Raton, FL) databases. AutotrackXP is a
database that provides personal data sourced from mul-

tiple public and private databases. They enabled us to
confirm the last known state of residence and the survival
status of the recipients (e.g., a report of recent activity
would indjcate that the recipient was alive). For new
recipients, we also used the Choicepoint databases to

verify the recipients’ names and social securlty numbers,

Loss to follow-up occurred when a hospital did not

provide us with identifying information for the recipient,

but did provide us with the most recent heal th and vital
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status available (e.g,, patient was alive and healthy at last
visit, date of visit).

Statistical analysis
We analyzed the data in terms of the number of recipients
of CID donor blood components muitiplied by each
recipient's period in years of survival after the date of
transfusion. Because the date of each donation was not
collected, we used the transfusion date as a surrogate for it
when determining the Interval from the donation to onset
of CID in the donor. In the few situations where only the
month and year were provided, the date was set as the
“15th of the month and if only the year was provided
the month and day was set to the middle of the year (July

1). Thus, this interval in months was calculated by deter- -

mining the number of days between the date of onset of
the CJD in the donor minus the date of transfusion in the
recipient, dividing by 365 and multiplying by 12. This
information, in turn, was categorized into seven groups:.
less than or equal to_12, 13 to 24, 25 to 36,3710 48, 49 to 60,
61 to 72; and 73 months and greater.

For recipients, their survival time was calculated by
the interval between the date of transfusion and the last
known date the recipient was alive or, if the recipient was
known to be deceased, the interval between the date of
transfusion and the date of death. Person-years were also
determined for selected groups of recipients with different
lengths of posttransfusion survival, such as recipients who
‘had survived 5 or more years after transfusion (“long-term
survivors™). .

We used Fisher's exact test to assess the difference in

risk of blood transfusion transmission of CJD and vCJD .

among recipients who survived 5 years or longer after
transfusion and received blood from a donor whose Jast
donation occurred within 60 months of the onset of symp-
toms (donation-to-onset interval), The data on CID were
derived from the present study and the data on vCJD from
the UK TMER study.” In the UK study, the three identified
clinical cases of vCJD occurred among 2] . recipients
known to have survived 5 years or longer and whose
donors had an onset-to-donation interval of 60 months or
less (R.G. Will, personal communication, 2008},

RESULTS

Study donors
Forty-three blood donors who were subsequenty diag-
nosed with CJD were reported for possible inclusion in
this study. Of these 43, 7 were not included due to lack of
response from the blood centers, absence of donations on
file, or incomplete recipient records.
The CJD iliness of all 36 identified study donoss was
diagnosed by a neurologist, and 58 percent (21/36) ﬂof
o
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TABLE 1. Frequency for the top five 1CD-9 and ICD-10 codes for the multiple causes of death and for codes that
) generated further Investigation
Code . Grouping or frequancy Number
X rbidity/mortality codes for deaths between 1978 and 1398 N o
:ggg morbldlty. " Five most frequent grouping of codes (total diagnosis codes 696 from 252 decedents*) .
420.0-429.9 Other forms of heart disease . o
410.0-414.9 Ischemic heart disease ’ ‘ b
200.0-208.9 Malignant ms of ly and hemalop tissus pu
570.0-579.9 Other diseases of digestive system o
280.0-289.¢ Diseases of blood and blood-forming organs
Frequency of codes that genersated further investigationt 0
CJD )
g?g; " Specilic nonpsychotic mental disorders following organic brain damage, unspecifisd ;
3319 Other cerebral degenarations, unspecified ) :
341.9 Other demyelinating diseases of central nervous system, unspecified R p
3488 Qther conditions of brain .
‘mortality codes for deaths for 1999 through presen X
:gg.:g morbidltymortalty Five mast.frequent grouping of codes (total diagnosis codes 182 from 77 decedents*) 21
130.0-151.9 Other forms of heart disease (e.g., cardlac arres!, congestive hear faliure, endocarditis) o
120.0-125.9 Ischemic heart disease i
N17.0-N19.9 Renal failure .
160.0-169.9 Cerebrovasular disease 2
110.0-113.9 Hypenensive disease _ N
Freq 'y of codes that f further t 0
A8L0 aJD .
AB1.2 " Prograssive muitifocal leukosncephalopathy : S
A81.9 Atypical virus infection of central nervous system',. un§pocmed 0
Bg4.8 Sequelas of othar "" d i u snd d 3
E85.2 H i yloldosis, | o
FO3 . Unspacified dementia 3
G20 . Parkinson's diseasé M
G30.0 Alzheimer's disease with early onset °
G309 Alzhel s disease, unspecified .
Gat8 Other tfled degi di of nervous system 2
G47.0 Disorders of initiating and maintaining steep 5 .
Geo Disorders of the autoromic nervous system -
G93.3 Postviral fatigue syndrome M
G93.4 Encephalopathy, unspecified s
G93.9 Disorder of brain, Unspecified 0.
G96.9 Disorder of central nervous system, unspecified » 3
G98 Other disorders of nefvous system, not elsewherg classified o
R99 Other ill-defined and unspecified causes of mortality .
* Mean number of multiple cause of death codes fisted per decadent is 3 for both ICD-9 and ICD-10.
t M::n a;e at death lcrp those decedents that triggered further investigation was 79.5 years (range, 64-101 years).

these diagnoses were autopsy and/or biopsy confirmed by
examination of brain tissue..Of these 36 CJD donors, 34
(94%). were identified as sporadic CJD, 1 as familtal CJD
(E200K), and 1 as iatrogenic CJD. '

- These 36 donors donated blood in 16 states in the
United States between 1970 and 2006. The mean age of
these donors at onset of their CJD was 60 years (range,
39-74 years). The mean of reported donations made by
the donors was 20 (range, 1-76). Not all of the donations
yielded an enrolled recipient: Of the units linked to iden-
tified study recipients, red blood cells (238 units) were the
most commonly received component, followed by plate-
lets (75 units), and plasma (49 units) with the remaining
units being other types of components such as whole
blood, cryoprecipitate, and granulocytes (35 units).The
transfusion service did not report the type of component
received for 41 of the recipients.
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Study recipients and the results of their follow-up

A total of 436 recipients were included In this lookback.
Their median age at transfusion was 66.1 years (range, 4
days to 99 years). They received transfusions in 30 differ-
ent states between 1970 and 2006, '

As of the end of December 2006, 329 recipients (75.4%)
were deceased, 91 (20.9%) wete alive, and 16 (3.7%) were
lost to follow-up. For those who died, the median. age at

death was'70.5 years (range, 8 months-101 years). None o

dled with a dagnosis of CJD. The top five causes of deathfor _
the reported combined underlying cause and multiple
causes of death groupings are listed in Table 1; ICD-9 codes
were used for deaths occurring before 1999 and ICD-10
codes were used for deaths ‘otcurring for 1999 through

present and the complete list can be found InTeble’l,0n
average, the decedents had three multiple causes ofdeath

v
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TABLE 2. Distribution of reciplents by vital status and the interval betwean thair transfusion and 'thelr donor's

) -_onset of CJO .
+ Interval batween recipient's transfusion and . . o

donor's onsst of CJUD symptoms (months) . . Alive Deceased Lost ta follow-up ’ _Totat
s12 . 17 44 5 . 66 (15.1%)
1324 . 5 32 . 3 40 (9.2%)
25-36 12 50 t 63 (14.5%)
37.48 . 5 35 0 40 (9.2%)
48-60 8 43 0 51 (11.7%)
61-72 15 - 26 [ 41 (9.4%)
=73 29 99 7 135.(30.9%)
Total ) 91 (21%) 329 (75%) 16 (4%) 436 (100%)
Person-years foliowed 1188.25 832.25 64.5 2096.00

TABLE 3. Distribution of recipients by years of posttransfusion survival and the interval between transfusion
. ) -and onset of CJD In donor :

Interval between reciplents transfusion and

Postiransfusion survival (years)

Total - 292

donor’s onset of CJD symptoms {months) =4 5 6 ©7 8 9 10 . =1 - 25, subtotal Total
=12 . 47 2 [} .0 7. 1 3 6 19 - 66
131024 3t 0 Q- 1 1 1 T2 4 9 40
251036 " T8 [} 2 1 [} 0 1 8 12 63
3710 48 . 27 0 2 2 [} 1. 2 8 13 40
491080 | 36 1 3 2 0 1 0 8 15 51
61to72 ° . 18 1 3 0 2 2 2 12 22 41
=73 81 3 1 5 4 4 1 36 54 135
7 1 1" 14 10 1

80" 144 436

listed. Codes that triggered further investigation ‘were .
310.9, F03, G20, and G30.9 and occurred six imes. Review
of each of the six death certificates verified that none.
included any mention of prion diseases. The mean age of

. the six decedents was 79.5 years (range, 64-10] years;

Table 1). Almosthalf (49%) of the recipients died within the °
first year after transfusion. The 2006 NDI results indicated
that9} recipients (all but 2 were adults) werestill aliveatthe
end December 31, 2006. Of these 89 adults, AutotrackXP
subsequently provided further evidence. that at least 85
percent of them were alive.

. Recipients in the study were documented to have sur-
vived for a total of 2096.0 person-years after receipt of a
blood component from a CJD donor (Table'2). The. 329
deceased recipients contributed 832.25 of these person-
years and the 91 recipients who were alive as of December
2006 contributed 1199.25 person-years. The remaining 16
recipients who were lost to follow-up had contributed 64.5
person-years,

A majority (60%) of the 436 recipients in this study

"_received blood and components from CJD donors that
. were donated 60 months or less before their onset of CID

(Table 2). A total of 66 reciplents received their units
within 12 months or Iéss of the donor's onset of CID. Of
the 260 recipients who received blood from ‘donors 60
months or Jess before their donor's onset of CJD, 47 (18%)
were stll alive as of 2006. .

Approximately one-third of the recipients survived 5
or more years after transfusion (Table 3). Within this group

107

of long-term survivors, 68 recipients {46.8%) received
blood that had been donated 60 months or less before

_onset of GJD in the donot.

We compared the risk associated with receipt of blood
components donated 60 months or less before the onset
of the prion disease in the CJD donors in the United States
and the vCJD donors in the United Kingdom. Whereas in
the United States, no case of CJD was identified amongthe
68 long-term surviving recipients of the blood compo-
nents donated by the CJD) donors within the 60-month
period before their onset, in the United Kingdom 3 cases
of vCID (14%) were identified among 21 long-term surviv-

* Ing recipients of the blood components donated by the"

vCID donors (p = 0.012, Fisher's exact test)..

DISCUSSION

“This study evaluates the risk-of transfusion t:ansm:ission
of CJD in US blood recipients and compares the risk to .
that reported for vCJD in the United Kingdom. Overall, the

US recipients ‘survived for a total of 2096.0 person-years
after receipt of @ blood component from 4 CJD danor. No
recipient was found to have been diagnosed with CJD.
These results indicate that for the period studied, the risk,
if any of transfusion ransmission of CJD by CJD donors is
significantly lower than the risk of transfusion transmis-

sion of vCJD by vCJD donors.

Although the incubation period for prion diseases
- . can be very long, about 30 years or longer as'observ;d' .

@
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when environmental exposures ¢an be reasonably esti-
mated (e, Kuru, dural graft-assaciated CJD, and pitu-
itary hormone-associated CJD), it is noteworthy that at
least one case for each of these prion diseases has been
observed within 10 years of an exposure. The present plan
for evaluating transfusion transmission of CJD is to con-
tinue the current surveillance efforts and to continue to
identify new recipients for at least another 5 years.

There could be a variety of reasons for not seeing a

'qase of CJD in our recipient population. One of the most
likely reasons is that CJD may not be transmitted byblood

tansfusion, unlike its variant counterpart. If the agent
that causes CJD were present in human blood, its concen-

- tration might be too low to transmit an infection by the

intravenous route. It is also possible that this study has not.
yet included enough donors and recipients to observe an
infection or. followed up on'the study reciplents long
enough for them to have completed their incubation

" period.

The observation of zero cases of CJD among recipi-

ents in this study is consistent with the considerable addi- .

tonal data’in the medical literature on the risk of
transfusion transmission of human prion diseases that-
has recently been reviewed.? In addition to the UK TMER
‘study, we are aware of a German lookback investigatlon of
one blood donor who died of CID. The donor had 27 defi-
nite recipients and 8 probable reciplents {total, 35); None

" of the deceased reciplents died from dementia Or neuro-

logic causes. Of the 14 who were alive at publication, none
exhibited 'signs of dementia; the longest period of
follow-up was 2} years.!*" "

Through 2007, the prdportlo_n of vCJD cases among
the long-term surviving reciplents who recetved blood

- from a vCJD donor 60 months. or less before onset of the

donors"illness was 14 percent in the United Kingdom. In
contrast, the present study identified no case of CJD
among the 68 long-term surviving recipients of the blood
Components donated by the CID donors .within the
60-month period before their onset. In addition, the
smaller UK study of blood components donated by CJD
donors in the United Kingdom revealed no transfusion
transmissions of CJD. Thus,the results of the present’.
study in comblination with the resuits from the TMER °
study in the United Kingdom strongly support the ¢onclu-
sion that the risk, if any, associated with receipt of blood
cormponents from CJD donors is significantly lower than
that associated with receipt of blood components from
vCID donors, . .

The limitations of this study include the fact that 15

" (42%) of the CJD donors enrolled in this study did not have

their diagnosis confirmed neuropathologically. The CJD. -

. illness of each of these 15 donors was diagnosed by a neu-

rologist and at least 11 of these donors had an electroen-
cephalogram characteristic of CJD and/or a positive, -
cerebrospinal flujd test for the neuron-~specific enolase or
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_"VCID compared to CJD is consistent with an increased .
transfusion-transmissibility of vCJD.’** Further research

14-3-3 proteins. Nevertheless, it Is possible that not all the .
reciplents received blood from a true CJD donor. .
Another limitation of this study is that we relied upon
the US multiple cause of death data to Identify CJD in
recipients. The sensitivity of such data was assessed by a
CDC study conducted in 1996, shortly after vCID was first

" announced in the United Kingdom. Although this latter

study did not allow for sufficient time far complete filing .
of all death recards, it nevertheless found that the sensi-
tivity of the death records compared to very active, alter-
native surveillance efforts was 86 percent. In addition to
this study, Davanipour and colleagues® found the false-
positive rate of the death certificates to be 8.3 percent. -
Assessment of risks. of blood-borne trarismission of
diseases with potentially long latent periods isrlnherently.

limited by the poor survival of transfusion recipients. In- .

the present study, for example, approximately 26 percent?!
of the recipients were alive 10 years gfter transfusion;
Although this survival rate-Is low, it is consistent with
another report of lookback investigations in-which only 26
percent of the recipients had survived 10 or more years,
posttransfusion. Lookback investigations may be more -
incliried to have lower postiransfusion survival rates
because they overrepresent reciplents that receive mul-
tple transfusions.®®® This relatively low’ survival rate
contributes to the limited statistical power of the present
study despite its being the largest study of its kind
reported to date to assess the risk of transfusiori transmis-
sion of CJD. Furthier detection and enrollment of ‘donot/
recipient clusters will continue to increase the power, and, -
{f recipients remain free of CJD, will continue to provide
the most direct evidence for the absence of CJD transmis-
sion by wansfusion, Finally, another limitation encoun- )
tered in this and other lookback Investigations Is the
Increasing difficulty in obtaining identifying Information
onall recipients. As hospital personnel have become more
concerned about remaining in compliance with the
federal medical privacy rule of the Health Insurance Port-
obtain patent Information has been reduced, o
In addition to providing public health surveillance -
data on CJD and blood transfusions, our study provides

* ability and Accountability Act (HIPAA); our-ability to -

.important evidence- demonstratng that compared to

VvCID donors, CJD donors pose much less of a risk, if any,

‘to blood safety. Precisely why this_difference exists,

however, is not fully understood, nlthough‘dearly CJD and

. VCID are different prion diseases. They are most prevalent,

in different age groups, their pathology and etlologic prion
disease agents differ, and they are characterized by a dif- .
ferent pattern and duration of clinical signs and symp-
toms.>* As pointed out by the authors of the TMER study,
the observed incieased lymphoreticular Involvement in

may shed additional light on the pathophysiologic .
. . (LY
. ’ .o



mechanisms that account for the greater transfusion
transmissibllity of vCJD compared to CJD.
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Protecting pecple
Preventing harm
Preparing tor threats

Latest research into n_.m<m_m:om of vCJD consistent with
findings of existing studies .

. 22 May 2009

Latest estimates of the number of people asymptomatic for varlant Creutzfeldt-Jakob disease (vCJD) In the
population remaln very low, according to results from a large scale study of tonsil tissue by the :.u:: :
Protection Agency, published in Sam<m BMJ (Friday 22nd May Noocv .

No evidence of the mu:o::m_ prion protein assoclated <<=r <0.=u was qoc:a _= m=< oq the 63, ooo um..:u_ou

analysed. .
In 2004, the Health Protection Agency launched the National >:o3§0cm Tissue Archive AZ>._.>V to détermine
prevalence of asymptomatic vCJD in the poputation, by looking for the prion proteln assoclated with vCJD in-
extracted tonsils. The tonslls are one of the sltes in the body where, once Infected, vCJD prions can accumulate

. (other sites Include the spleen, appendix, lymph nodes, spinal ¢ord and cB_E

>€mﬁm:omm of the prevalence of vCJD In the population is important to determine the level of risk to the population
and to limit the Impact of infection or plan healthcare Interventions for uoou_o who may develop the' a.«omuo "

The survey has already Involved collection m:a analysls of 63, ooo a_momaoa S:m__m. and will 8:=:cu on c:n_ m
total of 100,000 mm:.u_ou of leftover tonsil issue have been oxm:.._:oa .

-~ When the archive was omaz_m:oa it was estimated that up to 50 of So 100,000 3323 ooc_n 3:35 90

abnomal prion protein, however mo far none of the umav_om are vOmE.\o
The findings suggest there may be fewer undetected mm<3u83m=o cases of vCJD _: the uovc_nzo: cﬁ: were
‘previously expected. However, only.by »oucan a larger number of tonsils and continuing and expanding on the
- eurrent survey, will sclentists be confident that the vS<m_o:oa 1s lower than sarller oucamnom ’
Or Jonathan Clewley, an-expert on vCJD at the Health Protection >nm=o<_ sald: "It may be that wa have seén So .
worst of vCJD aiready, although we need to keep vigilant and _Sv_aaoa muu_.ou;zo ucc:o _..oozs measures to -
prevent any vomm_c_o uooo:amQ spread 2 n_mommo . e
- "Estimating the _u_d<m_m_._om of people who are om:.S:n vCJD c:§o§:u_< Is _avo_&ma In Q:E_.._o our public :om:: '
résponse to this disease and ensuring all necessary precautions are taken to reducs this risk of further
5:ma_mm_o= ot the agent through surglcal operations and.other Hsalthcare settings. » o
) .mc;zoq studles are plannad to strengthen prevalence owaamno«. these will _=<o_<o _m_dm uS_o n:o:<3oc« =maco :
surveys, u:q 8:==cw~_o: with the 6&3 of tonsil muoo_ao:a wmvoo_m_q in the o_nm« age n_.ocnu S
. mznw

v

Notes no .aa:o.:..
1. The za_o:m_ >_._o:<aocm Tissue >_.oZ<a (NATA)1s Bm:muma by the O.B Team at the Iom_z.. vaﬁn_o: >no:n<
" and the Transmisslble Spongiform m:nou:m_oumiou Unit for the Department of Iom§

2. The findings are published in the BMJ paper; Pravalence of diseass refated E&: protein in anonymous fonsil
abmﬁsoam in Britain: a Qcm«.amneozm\ obboa:a&o survey, ._ 0_o§o< & al. mig 2009; 338: c._ 442, . ;

3. 63,007 muan_wo were taken, of which 12, 763 were from: So E&. cohort whers most cases :ma mzmc_._ Qoa? )
~ 1985), 19,808 were In the 1985-1995 cohort who would have also been exposed to BSE from Infected meat or h '
meat products. None of the samples that were 5<om§m»& cﬁa_:::ozm.oo:oa_ms or __sa_._:ou_og:u saa LA

voma<o for the presence of on.:u ) . .
4 ._.:o m6:_<o is completely m:o=§._ocm. mno« Snmn_m mS _,mso<oa they are uovna»oa :o_.: any _noa_amc_o umn_aa
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