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“Mobilizing Leadership in Science and
Prevention for a Healthier Nation”

Goal: To coordinate the Department’s response in the
understanding XMRYV detection, prevalence,
epidemiology and if disease causing in humans, the
prevention of disease transmission through blood
and blood products.

*» Method of detection
= Test methodology
=  Standardization
= Validation

% Risk assessment (prevalence studies,
epidemiology studies, etc.)

% Risk management



Blood, Organ, and Tissue Collaboration

(Reporting Structure with Internal and Federal Advisory Committees)

Advisery Committee
for Blood

Blue — Reporting

Green — Federal Advisory Committees
Federal Committee

Gray — Public/Private
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Blood XMRYV Scientific Research
Working Group

0 Quantitation Phase (December-January)

7

% Blood Systems Research Institute, central lab for Retrovirus
Epidemiology Donor Study-Il (REDS-II)

% Cells and supernatant sent for quantitation

1 Analytical Panels (Distributed in March 2010)

7

% Developed 15 panels (50 coded plasma, 50 coded whole blood)

7

% Human prostate cell line, 22Rv1
% Six participating labs (CDC, FDA(2) NCI, WPI, and BSRI)

/7

% Expected results June 2010

4 Pilot Study ( June/July 2010)
% Processing time from collection to processing

** Whole blood preps or peripheral blood mononuclear cell
(PBMC)

» IRB approval needed for samples (5 CFS patient samples)



Blood XMRYV Scientific Research
Working Group

L Clinical Panel

“ IRB approval needed for samples (25 CFS patient
samples)

* Plasma and whole blood panels matched

= 250 plasma or whole blood specimens form blood donors in
Reno area

= 25 WPl XMRV+ CFS blood samples

= 25 control plasma/whole blood samples (positive and
negative controls)

dSerological assays

/7

** Research serological under development

/7

** Will need to be validated and tested with clinical panels
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Epidemiological

dWhat we know today...
% Confounding association between XMRV and CFS

* No epidemiological association has been
demonstrated

% Confounding association between XMRV and familial
cases of prostate cancer

2 Prevalence of XMRYV in blood donors is not known at
the present time

» XMRYV assays (serological and NAT) need further
development and evaluation

JPotential sources of data and biospecimens
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Prostate Cancer

. Inoue et al. History of blood transfusion before 1990 is associated
with increased risk for cancer mortality independently of liver

disease: a prospective long-termsg|jow -UpP study. Environ Health
Prev Med (2010) 15:180-187.

. Shogo Kikuchi. Personal Past History and Mortality in the Japan
Collaborative Cohort Study for Evaluation of Cancer (JACC). Asian
Pacific Journal of Cancer Prevention, Vol 8, 2007: JACC
Supplement pp 9-20.

. Blomberg et al- Cancer Morbidity in Blood Recipients-Results of a
Cohort Study. Eur J Cancer, Vol. 29A, No. 15, pp. 2101-2105, 1993.

. Hjalgrim Henrik et al. Cancer Incidence in Blood Transfusion
Recipients. J Natl Cancer Inst 2007;99: 1864 — 1874.



CFS and Transfusion History

U Bell et al. Riskpactors Associated with Chronic Fatigue Syndrom €
In a Cluster of Pediatric Cases. Reviews of Infectious Diseases,

Vol. 13, Supplement 1. Considerations in the Design of Studies of
Chronic Fatigue Syndrome (Jan. - Feb., 1991), pp. S32-S38
Published by: The University of Chicago Press Stable. At
http://www.|stor.org/stable/4455800 Accessed: 29/03/2010. Bell et
al. conducted a case control study involving a cluster of 21 students
10-16 years old with symptoms of CFS in a farming community in
upstate new York (Lyndonville) in 1985 (cases).TWO aoetrols we I
matched for age and sex to each case. Ng cases received a blood
transfusion while 2 of the controls did. The associations between
CFS and raw milk ingestion, or a history of allergies or asthma were
significant.


http://www.jstor.org/stable/4455800

Current Blood Donor Screening

(J AABB Standard 5.4.1A

“The prospective donor shall appear to be in good health and shall be fee
of major organ disease (e.g., heart, liver, lungs), cancer, or abnormal
bleeding tendency, unless determined eligible by the medical director.”

0 21 CFR 640.3 for Whole Blood and a corresponding provision for Source
Plasma in 640.63

(a) Method of determining. The suitability of a donor as a source of Whole
Blood shall be determined by a qualified physician or by persons under his
supervision and trained in determining suitability.

(b) Qualifications of donor; general. Except as provided in paragraph (f) of
this section and for autologous donations, a person may not serve as a
source of Whole Blood more than once in 8 weeks. In addition, donors
shall be in good health, as indicated in part by: ...

[ October 2006 Guidance for Industry, Implementation of Acceptable Full-
Length Donor History Questionnaire and Accompanying Materials for Use in
Screening Donors of Blood and Blood Components

“1. Feeling healthy and well today?”



Other Country Actions

1 Canadian Blood Service (not Hema-Quebec) — indefinite
deferral for history of CFS, although no question

 Australia Red Cross — implemented a two year
moratorium on accepting blood donors with history of
CFS (no question); previous policy deferred donors only
for active CFS

 New Zealand- changed policy from indefinite deferral for
active CFS to indefinite deferral for history of CFS; no
specific screening question



Communications

d Chronic Fatigue Syndrome Advisory Committee
(CFSAC)

NS

* XMRVQuestions and Answers Posted on CDC website
= http://www.cdc.gov/ncidod/dhgp/bp xmrv ga.html

= Should an individual with diagnosed chronic fatigue
syndrome donate blood?

— At the present time, there are no specific recommendations to
defer donors who have chronic fatigue syndrome. However,
FDA regulations require that a donor should be in good health.
Medical Directors at blood collection centers should exercise
judgment in determining whether individuals with a history of
CFS are in good health at the time of donation.

1 National Institutes of Health, National Cancer
Institute

NG

» http://lwww.cancer.gov/newscenter/pressreleases/XMRV QandA



http://www.cdc.gov/ncidod/dhqp/bp_xmrv_qa.html
http://www.cancer.gov/newscenter/pressreleases/XMRV_QandA
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18t International Workshop on XMRV:
Pathogenesis, Clinical and Public

Health Implications

 Lister Hill Center Auditorium, National Institutes of Health,
September 7-9, 2010

international group of scientists, pﬁysimans ang epidemiologists to
present and discuss, in a public forum, the latest XMRYV studies on a
range of topics including virus-host interactions, cell type tropism,
mode of transmission, animal modelsgng the efficacy of current
antiretroviral drugs.

O Organizing Secretariat
Virology Education
Bilstraat 106
35872 BJ Utrecht
phone +31 30 230 7140
fax: +31 30 230 7148
email: info@yvirology-education.com

http://www.virology-education.com



mailto:info@virology-education.com
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Questlo ns

Additional slides follow for clarification of talking points
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