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4th case of variant CJD infection associated with blood transfusion

A new case of variant-Creutzfeldt-Jakob disease (vCJD ) associated with a blood transfusion has recently
been diagnosed,

This latest patient has' been diagnosed with vCJD about nine years after receiving a blood transfusion from a
donor who later went on to develop vGJD, A transiusion from the same blood donor was alsc associated with
one of the previously ldentified cases. The patient is still alive and is under speclalist care.

This fourth case of vCJD infection associated with blood transfusion increases the concern about the risk of
vCJD transmission between humans via blood transfusion. All four cases relate to the transfusion of blood
components: no cases have been reporied relating to treatment with plasma products. )

The patient is one of a small number (less than 30) of living individuals who are known to have received a
blood transfusion in the UK from a donor who.later developed vCJD. Ajl these individuals have. previously
been informed of their potential exposure to vCJD and asked to take certain precautions to reduce the

chance of passing on vCJD to other people via healthcare procedures, such as surgery.
The Health Protection Agency has been in contact with dagtors caring for the othef patients who have been

exposed to blood transfusions from donors who fater déveloped vCJD. This is to enstirg that they are
informed of this riew development and provide access to the latest information and specialist advice about
their risk due to blood transfusion. o ' : s

Professor Peter Barriello, Director of the HPA's Genire for Infections said, “This new case of. vCJD infection
increases our concer about the risk to the small group of people who had biood transfusions from donors
who unknowingly atthe time of donation must have had vCJD infection. However, this néw case does not
change our understanding of the risk for other people in any specific way. It does however reinforce the
importance of the precattions that have already been taken to redice the risk of transinission of vCJD

infection by blood.”

Dr Angela Robinson, Medicai Director of NHS Blood and Transplant said, “Blood transfusions. are often given
to save or prolong the life of patients who are very ill and the benefit of recelving a ransfuslon when needed
must always be balanced against any possible risk. Nonetheless, our primary concern is the safety of our
patients through maintaining the quality of blood used for medical treatment. Since 1997, the NBS has

introduced a range of precautionary measures against the risk of vCJD.”

vCJD is a rare disease, and less than 2% of the vCJD cases reported to date in the UK have been
associated with blood transfusion.

Notes to Editors:

1. To date, there have been 66 people identified in the UK who have received vCJD implicated blood
transfusions. The transfusioris received by these 66 individuals were donated by eighteen different
donors who were diagnosed with vCJD after their blood donation. Of these 66 people, 40 have died of
flinesses other than vCJD, including one patient who was found to have evidence of vCJD in parts of their
body after their death. Including the new (4th) case, 3 of these people who have received vCJD
implicated blood transfusions have developed symptoms of vCJD. There are 23 people who have
received vCJD implicated blood transfusions who are alive and have not been diagnosed with vCJD,

2. The identification of cases of variant-CJD associated with blood transfusion has depended on the
Transfusion Medicine Epidemiology Review, a coliabgorative study between the National Blood Services,
the National CJD Surveiltance Unit and the Office of National Statistics. For further information about this
study see Hewill et al Creutzieldt-Jakob disease and blood transtusion: results of the UK Transfusion
Epidemiology Review study. Vox Sanguinis 2006 91:221-230.

3. 'Biood Transfusion' means transfusion with labile biood components {e.g. red cells, platelets, fresh frozen
plasma). This latest case (and the previous three referred to) relate to transfusion of blood components
and not treatment with plasma products {i.e. products that are manufactured from plasmay}. To date, no
case of vCJD has been associated with treatment with plasma-products (e.g. cloting factors used to treat
individuals with bleeding disorders such as haemophilia).

4. This fourth case has been ciassified by the National GJD Surveillance Unit (www.cid.ed.ac.uk ) as a
‘probable’ case of vCJD. Of the 158 vCJD cases that have died (data to 5 Jan 2007), all 112 that have
undergone posi-mortem {46 have not} have been ‘confirmed by neuropathological examination
{examination of brain tissue).

5. The first clinical case of vCJD associated with transfusion was identified in December 2003. A case of
vCJD 'infection’ associated with transfusion was identified a few months later, The patient had no
symptoms but evidence of infection (abnormal prion proteins) was identified in a post mortem
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invéstigation. The individual died from causes unrelated to vCJD.

Following the first case of vCJD associated with a blood transfusion in 2008, the Department of Health
asked all recipients of blood transfusions not to donate blood as a precautionary measure to protect the

blood supply from vG.JD. '

Patients who are informed that they are considered to be ‘at risk’ of vCJD for public health purposes are
asked to take the following precautions to reduce the chance of passing on vCJD to other people:

». Not to donate blood, tissues or organs and
e To.inform their healthcare providers of thelr 'at-risk' status so that special procedures may be
arranged for certain instruments used in their healthcare (NB. Their GPs are also asked to do

this.)

A range of measures have been put in place by the Department of Health to minimise the possible risk of
vCJD being passed through blood: : - - ' _

+ Since 1997 all cases of vCJD that are reported to the Nationat CJD Survelilance Unit and

 diagnosed as having ‘probable’ vCJD; result in a search of the UK Blood Services bidod donor
records. if the patient has donated blood, dny unused parts of that blood are imediately )
removed from stock: The fate of all ised ¢omponents of blood from the donor is traced, and

. surviving recipients informed of their risk. '

¢ InJuly 1898, the Department of Health announced that plasma for the manufacture of blood
products, such as clotting factors, would be obtained from non-UK sources,

» Since October 1998, white blood cells (which miay carry the greatest risk of transmitting vCJD)
tiave been removed from all bicod used for transfusion. .o ’

¢ In August 2002 the Department of Health announced that fresh frozen plasma for treafing babies
and young children born after 1 January 1996 would be obtained from the USA, extended to all
children under 16 years of age (Sumner 2005). -

* e _In December 2002, the Department of Health completed its purchase of the largest remaining
independent US plasma coltector, Life Resources incorporated, This secures long-term supplies
of non-UK blood plasma for the benefit of NHS patients.

» Since April 2004, blood donations have not been accepted from people who have themselves
received a blood transfusion.in the UK since 1980, This has been extended to include apheresis
donors and donors who are unsure if they had previously had a blood transfusion {August 2004).

+ Since late 2005, biood donations have not been accepted from donors whose blood was
transfused to patients' who fater developed vCJD. '

» “The UK Blood Services continue to promote the appropriate use of blood and tissues and
alternatives throughoui the NHS,

The likelihood of a person who may be infected with vCJD going onto develop symptoms of the disease
is uncertain, and may depend on individual susceptibility. It is possible that infected individuals may never

develop symptoms.

For further information contact the HPA press office on 0208 327 7098/7097/6055

Specialist care for vCJD is available from The NHS Nationa! Prion Clinic, based at The Hospital for
Neurology and Neurosurgery, ngen Square, London http:/fwww.nationalprionclinic.orgf

The National CJD Surveillance Unit is based at the Western General Hospital Edinburgh:
www.cjd.ed.ac.uk :

For turther information about vCJD go to:
http:/fwww.hpa.org.uldinfectionsftopics_az/cjd/menu.htm
http:llwww.dh.gov.ukiPolicyAndGuidance/HeaIthAndSociaICareTopics/CJleslen
http:ffwww.blood.co.ulkf

http:ffwww.cid.ed.ac.uk

hitp:/fwww.nationalprienclinic.org/ -
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4th case of variant CJD infection associated with blood transfusion

A new case of variant-Creutzfeldt-Jakob disease (vCJD } associated with a blood transfusion has recently
been diagnosed.

This latest patient has been diagnosed with vCJ) about nine years afler receiving a blood fransfusion from
a donor who later went on to develop vCJD. A transfusion from the same blood donor was also associated
with one of the previously identified cases. The patient is still alive and is under specialist care.

This fourth case of vCJD infection associated with blood fransfusion increases the concern about the risk of -
vCJD transmission between humans via blood transfusion. All four cases relate to the transfusion of blood
components: no cases have been reported relating to treatment with plasma products.

The patient is one of a small number (less than 30} of living individuais who are known o have received a
blood transfusion in the UK from a donor who later developed vCJD. All these individuals have previously
been informed of their potential exposure to vCJD and asked to take certain precautions to reduce the
chance of passing on vCJD to other people via healthcare procedures, such as surgery.

The Health Protection Agency has been in contact with doctors caring for the other patients who have been

C exposed to blood transfusions from donors who later developed vCJD. This is to ensure that they are
informed of this new development and provide access to the latest information and speciaiist advice about
their risk due to blood transfusion. .

Professor Peter Bomiello, Director of the HPA's Cenire for Infections said, “This new case of vCJD infection
increases our concern about the risk to the small group of people who had blood transfusions from donors
who unknowingly at the time of donation must have had vCJD infection. However, this new case does not
change our understanding of the risk for other people in any specific way. it does however reinforce the
importance of the precautions that have already been taken to reduce the risk of transmission of vCJD
infection by blood.”

Dr Angela Robinson, Medical Director of NHS Blood and Transplant said, “Blood transfusions are often
given to save or prolong the life of patients who are very il and the benefit of receiving a transfusion when
needed must always be balanced against any possible risk. Nonetheless, our primary concern is the safety
of our patients through maintaining the quality of blood used for medical treatment. Since 1997, the NBS
has infroduced a range of precauticnary measures against the risk of vCJD.”

vCJD is a rare disease, and less than 2% of the vCJD cases reported to date in the UK have been
associated with blood transfusion.

C Notes to Editors:

1. To date, there have been 66 people identified in the UK who have received vCJD implicated blood |
transfusions. The transfusions received by these 66 individuals were donated by eighteen different
donors who were diagnosed with vCJD after their blood donation. Of these 66 people, 40 have died of
ilinesses other than vC.JD, including one patient who was found to have evidence of vCJD in parts of
their body afier their death. Including the new (4th) case, 3 of these people who have received vC.D
implicated blood transfusions have developed symptoms of vCJD. There are 23 people who have
received vCJD implicated blood transfusions who are alive and have not been diagnosed with vCJD.

2. The identification of cases of variant-CJD associated with blood transfusion has depended on the
Transfusion Medicine Epidemiology Review, a collaborative study between the National Blood Services,
the National CJD Surveillance Unit and the Office of National Statistics. For further information about
this study see Hewitt ef af Creutzfeldt-Jakob disease and blood fransfusion: resulis of the UK
Transfusion Epidemiology Review study. Vox Sanguinis 2006 91:221-230.

3. ‘Blood Transfusion' means transfusion with labile blood components (e.g. red cells, platelets, fresh
frozen plasma). This latest case (and the previous three refemred to) relate to transfusion of blood
components and not treatment with plasma products (i.e. products that are manufactured from piasma).
To date, no case of vCJD has been associated with treatment with plasma-products (e.g. clotting factors
used to treat individuals with bleeding disorders such as haemophilia).

4. This fourth case has been classified by the N%t,}%nal CJD Surveiflance Unit { waww.cid.ed.ac.uk )as a
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‘probable’ case of vCJD. Of the 158 vCJD cases that have died (data to 5 Jan 2007}, all 112 that have
undergone posi-mortem (46 have not) have been ‘confi rmed' by neuropathological exammatlon
(examination of brain tissue).

5. The first clinical case of vCJD associated with transfusion was identified in December 2003. A case of
vCJD ‘infection’ associated with ransfusion was identified a few months later. The patient had no
symptoms but evidence of infection (abnormaf prion proteins} was identified in a post mortem
investigation. The individual died from causes unrelated to vCJD.

6. Following the first case of vCJD associated with a blood transfusion in 2003, the Department of Health
asked all recipients of blood transfusions not to donate blood as a precautionary measure to protect the
bleod supply from vC.JD,

7. Patienis who are informed that they are considered to be ‘at risk’ of vCJD for public health purposes are
asked to take the following precautions to reduce the chance of passing on vCJD to other people:

¢ Not to donate blood, tissues or organs and

¢ To inform their healthcare providers of their ‘at-risk’ status so that special procedures may be
arranged for certain instruments used in their healthcare (NB. Their GPs are also asked to do
this.)

8. Arange of measures have been put in place by the Department of Health to minimise the possible risk
C of vCJD being passed through blood: )

# 3ince 1997 all cases of vCJD that are reporied to the National CJD Surveillance Unit and
diagnosed as having ‘probable’ vCJD, result in a search of the UK Blood Services blood donor
records. If the patient has donated blood, any unused parts of that blood are immediately
removed from stock. The fate of all used components of blood from the donor is traced, and
surviving recipients informed of their risk.

¢ In July 1998, the Department of Health announced that plasma for the manufacture of blood
products, such as clotting factors, would be obtained from non-UK sources.

® Since October 1999, white biood cells (whlcﬁ may carry the greatest risk of transmitting vCJD)
have beén removed from all blood used for transfusion.

¢ in August 2002 the Depariment of Health announced that fresh frozen plasma for ireating babies
and young children bom after 1 January 1996 would be obtained from the USA, extended to all
children under 16 years of age (Summer 2005).

¢ {n December 2002, the Depariment of Mealth completed its purchase of the largest remaining
independent US plasma coliector, Life Resources Incorporated. This secures long-term supplies
of non-UK blood plasma for the benefit of NHS patients.

® Since April 2004, blood donations have not been accepted from people who have themselves
received a blood transfusion in the UK since 1980. This has been extended to include apheresis
donors and donors who are unsure if they had previously had a blood transfusion (August 2004).

¢ Since late 2005, blood donations have not been accepied from donors whose blood was

C ‘ transfused to patients who later developed vCJD.

® The UK Blood Services continue to promote the appropriate use of blood and tissues and

alternatives throughout the NHS.

9. The likelihood of a person who may be infected with vCJD going ontfo develop symptoms of the disease
is uncertain, and may depend on individual susceptibility. It is possible that infected individuals may
never develop symptoms.

10. For further information contact the HPA press office on 0208 327 7098/7097/6055

11. Specialist care for vCJD is available from The NHS National Prion Clinic, based at The Hospital for
Neurology and Neurosurgery, Queen Square, London hitp:/fwww nalionalprionclinic.org!

12. The National CJD Surveillance Unit is based at the Western General Hospital Edinburgh:
vewwy.cid.ed.ac.uk

13. For further information about vCJD go to:
hitp:#hevew. hoa.org.ukiinfections/topics_azicid/menu.bim
htipifherwnw dh gov.ek/PolicyAndGuidance/HealthAndSocialCare Topics/CJDf{s/en
http:#lwraw blood.co.uld/
hitp/iweew cjd ed.ac.uk
htp/Avww nationalprionclinic.org!
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Imactivation of Pathogens in Red Blood Cells  + pewnlead i atation manager
by a Modified Treatment Process Utilizing S- Google Schotar -
. .} Articles by Sawyer, L.
303 and Glutathione. | Y atides b
1* . L* Lt . 1* PubMed
L. Sawyer , R. Mababangloob™ , N. Patel* , J. Kinsey"' , b Articles by Sawver. L

I

s* and D. Hanson®"

A. Sampson-Johannes b Articies by Hanson, D.

(Intr. by Laurence Corash) ! Development, Cerus Corporation, Concord, CA, USA.
Abstract

Background: Treatment of red blood cells (RBC) with 0.2 mM S-303 (an acridine compound)} and 2.0 mM
glutathione (GSH) has préviously been shown to inactivate a variety of pathogens, including viruses,

ba~ " ia, protozoan parasites and contaminating leukocytes. During Phase I clinical trials antibodies to S-
303-treated RBC were detected in a few trial participants. These antibodies were later determined to be
specific to residual acridine bound to the RBC surface. As a result of these antibodies, a modification of the
S-303 treatment process has been developed to reduce the potential immunogenicity of S-303-treated RBC.
This modified process utilizes 0.2 mM S-303 and 20 mM GSH. In this abstract we report data from an on-
going series of studies designed to evaluate the efficacy of bacterial and viral inactivation in RBC using the
modified S-303 treatment process. '

Methods: Leukoreduced RBC units of approximately 280 mL with a hematocrit of approximately 60% were
prepared in AS-3 storage medium. RBC units were inoculated with approximately 6 logs/mL of organism
when possible, and an aliquot was removed to serve as the untreated, input control. GSH in a solution of 2
equivalents NaOH was added to the inoculated units to a final concentration of 20 mM and mixed well.
Following a 5 to 10-minute room temperature incubation, S-303 was added to a final concentration of 0.2
mM and the units were again mixed well and incubated at 20 to 25 °C for three hours. After incubation,
sa—les were removed and assayed to detect residual viable organisms. Control preparations were titered
iminediately after preparation and again after the 3-hour incubation. Bacterial titers were determined by
colony formation on agar plates and viral titers were determined by plaque formation in MT-2 cells (HIV),
BT cells (BVDV), vero E6 ceils (VSV) and A549 cells (Adenovirus). Bacteria were chosen to represent
Gram positive and Gram negative organisms of relevance to transfusion. Vesicular stomatis virus (VSV) was
used as a representative negative sense RNA virus, and Adenovirus 5 as a representative non-enveloped
DNA virus. HIV and bovine viral diarrhea virus (BVDV, mode! for HCV) inactivation was evaluated
because of their relevance to blood transfusion. Replicate experiments were performed for each organism and
the results are expressed as the mean and standard deviation (SD) of the observed inactivation levels.
Inactivation is expressed as log reduction.

Results: See table below. Both Gram positive and Gram negative bacteria were effectively inactivated by
treatment with the modified S-303 process. This process also resulted in effective inactivation of both the
enveloped and non-enveloped viruses tested.

Conclusion: The modified S-303 process effectively inactivates bacterial and viral pathogens in RBC.

-r—,.vn




Organism Log Reduction® (Mean +SD)

Staphylococcus aureus 26.9 +0.4
Staphylococcus epidermidis 27.0+0.1
Yersinia enterocolitica 4.1 £0.8
Escherichia coli 6.1 £0.7
Serratia marcescens 4004
HIV >5.8 £0.2

 BVDV | >4.40.2 )
Vesicular stomatitis virus (VSV) 4.2+0.1
Adenovirus 5 28.0+03

Footnotes

' Corresponding author

Disclosures: Cerus Corporation Employee.; Cerus Corporation Stock Options.

C

“?mé"

780



AR 21 N

a

EEL TRSE AERESR

No. 31

RS - B R

wmEa F—HMAFH | TERERREORS
2006. 11. 20 YL

— AR T (BhERREICRIRRL)

“ERE

BAARD! A (B L)
] Harl (B
MR5EA (R5F4) BRRM-LRI FI 3] (F AR+

ProMED 20061118-3303, 2006
BB LN TN [Nov 18, 1E4HRIE : Deily Yomiuri
Online, 2006 Nov 18. H 4%

fRA+-E plln-LRF B 7R | (B AR--54E)

OT7 AV TAIMENTE T D B ISFE R CRL

LRFLIE,
BEHE Lol BARANENTERNRERIELDIL3

BAEDWERDLIERIFD A A RIS,

W 85 & o 2 e =

20066F11 A 17 B . I OREEETIE, REHTO60RAD BN T VL TRITHEN, RERITERREZREL TR LE

BEHDTHD,

BHE kb, BTV HEPOSA RICEFRAISIEN, 11ALRICRELAE, 98 Llﬁtﬂ’lmd:of:ﬁ:ﬁt“c*ﬁrﬁlfﬁﬁ
DIRBEER S, TO%., LR, KRR AR RDREERFIE OEREIBIELE, ESRISEDIFRAT ALl A,

ERALOERIERINNR-
TOMBEERE

BELXOBR

SHROXH

HETHOB0ESO BN 7LV CRITHhEN., MEHRICIE
RIFRERE LTI LZLEOBETHhS,

B AR+ crk, iR R L TR RIS D
FiERpERL ., REZGAMIIROREELL T, £, B
N-BA 3y B MR LLTVWE, S E8LIdRE, R -FR
BYREDO R ARSI T AR RONEITED D,

R BR)

RSR& Rk B3R
SRR IL~LRT H 3R]
PSS R I-LRT B 7R}

mEE N TBTANVA,
FHE, DR R DRYY
vCIDEDEIBOV AR

Ny

MedDRA/J Ver.10.0J




‘ 2
INTERNATIONAL SOCIETY
rok INFECTIOUS DISEASES

Navigation
Home
Search Archives
Announcements
RecallsfAlerts
Calendar of Events
Maps of Cutbreaks
Submit Info
Subscribe/Unsubscribe
FAQs

About ProMED-mail
Who's Who

Awards

Citing ProMED-mail
Links

Donations

ittp://www.promedmail.org/pls/promed/f?p=2400:1001:13118188367355991829::NO::F2400_P1001... 2007/01/09

JRC2006T-059

about ISID | membership | programs | publications § resources | 12th ICID | site map

%

Archive Number 20061118,3303
Published Date 18-NQOV-2006
Subject PROJAH/EDR> Rabies, human - Japan {Kyoto} ex Philippines

RABIES, HUMAN - JAPAN'{KYOTO) EX PHILIPPINES
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A ProMED-mail post
<http://www.promedmail.oxrg>

ProMED-mail is a program of the

Internaticonal Society for Infectious Diseases
<http://www.isid.org>

Date: Sat 18 Nov 2006

From: Akira Goto <dolphin@mail.ne.jp> .
Source: Daily Yomiuri online, Sat 18 Nov 2006 [edited] (
<bitp:/ www.yomiuri.co.ip/dy/national /25081118 TDYN2401, hem

A Kyoto resident in his 60's died of rabies on his return to Japan after a
stray dog bit his hand in the Philippines, the Public Health and Welfare
Bureau in Kyoto announced on Fri 17 Nov 2006. The man, who fell into a coma
before his death, was the first Japanese to be diagnosed with the virus in
36 years, the Health, Labor and Welfare Ministry said,.

According to the ministry, the man was bitten by the dog at the end of
August [2006) and returned to Japan on 1 Nov 2006. He visited a doctor in
Kyoto on 9 Nov 2006 with cold [flu-like?] symptoms before developing
characteristic signs of rabies such as hallucinations and a fear of water

and wind.

The National Institute of Infectious Diseases diagnosed the man with rabies
after testing his saliva.

Akira Goto
<dolphin@mail .ne.ip> (:

[Akira Goto has provided the following additional information translated
from a press release in Japanese from the Ministry of Health, Labour and
Welfare (<http://www.mhlw.go.ip/houdou/2006/11/h1116-2.html>). "The 1970
human case was also an imported case from Nepal; the most recent demestic
human and canine rabies cases in Japan were reported in 1954 and 1956,
respectively.”

ProMED-mail greatly appreciates Akira Goto's initiative in providing this
information. - Mod.CP]

[see also:

2002

Rabies, imported dogs - Japan: alert 208231229.8150]
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ProMED-mail makes every effort to wverify the reports that
are posted, but the accuracy and completeness of the

information, and of any statements or opinions based

thereon, are not guaranteed. The reader assumes all risks in

using information posted or archived by ProMED-mail. 1s1ID

and its associated service providers shall not be held
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responsible for errors or omissions or held liable for any
damages incurred as a result of use or reliance upon posted

or archived material.
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Become a ProMED-mail Premium . Subscriber at

<http://wiw.isid.org/ProMEDMail Premium.shtml>
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Visit ProMED-mail's web site at <http://www.promedmail.org>.
Send all items for posting to: promed@promedmail.org
{(NOT to an individual moderator). If you do not give your

full name and affiliation, it may not be posted. Send
commands to asubscribe/unsubscribe, get archives, help,
etc. to: majordomolpromedmail.org. For assistance f£from a
human being send mail to! owner-promed@promedmail.org.
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