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BENESIS 2010-010

Guidanée for Industry

Requalification Method for Reentry of
Blood Donors Deferred Because of Reactive
Test Results for Antibody to Hepatitis B

Core Antigen (Anti-HBc)

Additional copies of this guidance are available from the Office of Communication, Qutreach
and Development (OCOD) (HFM-40), 1401 Rockville Pike, Suite 200N, Rockville, MD 20852-
1448, or by calling 1-800-835-4709 or 301-827-1800, or email ocod@fda hhs.gov, or from the
Internet at

http://www.fda.gov/BiologicsBlood Vaccines/GuidanceComplianceRegulatoryInformation/Guida
nces/defaulf.htm.

For questions on the content of this guidance, contact CCOD at the phone numbers listed above.

U.S. Department of Health and Human Services
Food and Drug Administration

_Center for Biologics Evaluation and Research
[May 2010)
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Guidance for Industry

Requalification Method for Reentry of Blood Donors Deferred Because
of Reactive Test Results for Antibody to Hepatitis B Core Antigen
- (Anti-HBc)

This guidance represents the Food and Drug Administration’s (FDA’s) current thinking on this
topic. It does not create or confer any rights for or on any person and does not operate to bind
FDA or the public. You can use an alternative approach if the approach satisfies.the
requirements of the applicable statutes and regulations. If you want to discuss an alternative
approach, contact the appropriate FDA staff. If you cannot identify the appropriate FDA staff,
call the appropriate number listed on the title page of this guidance.

1. INTRODUCTION

We, FDA, are issuing this guidance to provide you, establishments that collect Whole Blood or
blood components intended for transfusion, with recommendations for a requalification method
or process for the reentry of deferred donors into the donor pool based on a determination that
previous tests that were repeatedly reactive for antibodies to hepatitis B core antigen (anti-HBc)
were falsely positive and that there is no evidence of infection with hepatitis B virus (HBV).
Currently, donors who are repeatedly reactive on more than one occasion for anti-HBc (samples
from more than one collection from the same donor are repeatedly reactive for anti-HBc¢) must
be indefinitely deferred in accordance with Title 21 Code of Federal Regulations, section
610.41(a) (21 CFR 610.41(a)). Although it may seem unlikely that two anti-HBc tests would be
falsely positive, such situations have occurred with some frequency because of the relative non-
specificity of these tests. The result is that many otherwise suitable donors are indefinitely
deferred because of their anti-HBc test results, even though medical follow-up of such donors
indicates that they are not infected with HBV.

The availability of FDA-licensed hepatiiis B virus nucleic acid tests (HBV NAT), which are
particularly sensitive when single samples are tested, provides an additional, powerful method of
determining whether a donor who has been deferred because of anti-HBc reactivity is truly
infected with HBV. Due to the availability of FDA-licensed HBV NAT and the improved
specificity of anti-HBc assays, we are recommending in this guidance a reentry algorithm for
donors deferred due to falsely positive repeatedly reactive tests for anti-HIBe. This guidance
finalizes the draft guidance of the same title dated May 2008.

FDA’s guidance documents, including this guidance, do not establish iegally enforceable
responsibilities. Instead, guidances describe the FDA’s current thinking on a topic and should be
viewed only as recommendations, unless specific regulatory or statutory requirements are cited.
The use of the word should in FDA’s guidances means that something is suggested or
recommended, but not required.
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BACKGROUND
A, Clinical Significance of Donor Screening for Hepatitis B Virus Infection

HBYV is an enveloped virus with a partially duplex circular deoxyribonucleic acid (DNA)
genome of approximately 3,200 bases. It is a major human pathogen that causes acute
and chronic hepatitis, cirrhosis and hepatocellular carcinoma (Ref. 1). The mortality of
acute HBV infection is about 1%. Most primary infections in adults are self-limited, The
virus is cleared from the blood and liver, and individuals develop a lasting immunity.
However, 2% to 6% of persons above the age of 5 years, and 30% to 90% of infected
children under the age of 5 years (Ref. 2) develop chronic infections that generally are
asymptomatic (i.e., a carrier state), but may not be benign. About 20% of chronically
infected individuals develop cirrhosis, and chronically infected subjects have 100 times
higher risk of developing hepatocellular carcinoma than non-carriers. In the United
States, deaths from chronic HBV infection are estimated to range from 3,000 to 5,000
individuals per year (Ref. 2).

Currently, HBV is transmitted by blood transfusions more frequently than hepatitis C
virus or human immunodeficiency virus. The residual risk of post-transfusion HBV
infection from donations screened for hepatitis B surface antigen (HBsAg) and anti-HBc¢
has been estimated as 1 in 205,000 (Ref. 3) to 1 in 269,000 (Ref. 4) per donated unit. The
major cause of HBV transmission by blood is attributable to donations from
asympiomatic donors with acute HBV infections who have not yet developed HBsAg or
anti-HBc (i.e., donors in the seronegative window period) and, in some cases, from
donors with chronic infections in which serological markers are not detected (occult
hepatitis B). Seronegative blood donations from infected individuals can transmit
hepatitis B. In such cases, lookback studies using polymerase chain reaction have shown
that HBV DNA can be detected at low levels in the donor’s blood (Ref. 5).

HBsAg becomes detectable in blood 30 to 60 days after infection followed by the
emergence of anti-HBc. Viremia develops several weeks before HBsAg is detected, and
can reach 10°-10'® virions/ml in acute infections (Ref. 1). Upon clearance of the HBV
infection by the immune response, the HBsAg disappears from the blood of individuals,
while detectable anti-HBc and antibody to hepatitis B surface antigen (anti-HBs) usually
persist indefinitely. However, there is evidence that anti-HBc can decrease and even
disappear over a period of decades in resolved infections (Ref. 6). Nonetheless, in
chronically infected individuals, tests for HBsAg and anti-IHBc usually remain positive
for life and lower viral titers can be detected in blood for a long period although they tend
to decline over time.

HBV NAT assays for detection of HBV DNA have been developed, and have been
licensed for screening blood donations using a minipool sample format. These assays are
also indicated for testing samples from individual donations, thus increasing test
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sensitivity. In a meeting of the Blood Products Advisory Committee (Committee or
BPAC) on October 21, 2004 (Ref. 7), we requested scientific comment on a reentry
algorithm for donors deferred for repeatedly reactive anti-HBc test results on more than
one occasion. The algorithm was based on follow-up testing of the donor for HBsAg,
anti-HBc, and HBV DNA by sensitive HBV NAT. Under this plan, HBV DNA testing
using an FDA-licensed NAT would replace a previously considered recommendation for
donor reentry that included antibody to hepatitis B surface antigen (anti-HBs) testing.
We no longer propose additional testing for anti-HBs as part of donor reentry because
extensive hepatitis B vaccination programs have been in place for a number of years,
resulting in many individuals having anti-HBs from vaccination. As a result, anti-HBs
now has questionable value as a marker of hepatitis B infection. While the Committee did
not take a formal.vote on the algorithm, the Committee discussed this approach and did
not express concerns about the adequacy of this plan as a reentry algorithm.

Since the 2004 BPAC meeting referred to above, we have licensed qualitative tests for
the direct detection of HBV DNA in human plasma from donors, including donors of
Whole Blood and blood components, Source Plasma and other living donors, that have
sensitivities of <2 International Units (IU)/mL (about 10 copies HBV DNA/mL) at 95%
detection for HBV DNA when specific procedures are used.’ The availability of
sensitive, FDA-licensed, HBV NAT assays provides an additional, powerful method of
determining whether a donor, who has been deferred because of anti-HBc reactivity, is
truly infected by HBV. Due to the availability of FDA-licensed HBV NAT assays and
the improved specificity of anti-HBc assays, we are recommending a reentry algorithm
for anti-HBc in this guidance. Empirical studies support utility of this algorithm (Ref. 8).

B. Rationale and Procedure for the Requalification Method for Reentry

Under 21 CFR 610.40(a), you must test each donation of human blood or blood
component intended for use in preparing a product, including donations intended as a
component of, or used to prepare, a medical device, for evidence of infection due to
HBYV, among other communicable disease agents. Testing for cvidence of infection of
HBYV includes testing for the presence of HBsAg and anti-HBc. In addition, some blood
establishments also test blood donations for HBV DNA by HBV NAT.

Under 21 CFR 610.41(a), asa general matter, you must defer donors who test reactive’
with respect to the battery of screening tests required under 21 CFR 610.40. However,
donors who test repeatedly reactive for anti-HBc on only one occasion do not need to be

' COBAS AmpliScreen HBV Test (Roche Molecular Systems, Inc., Pleasanton, California): Triplicate testing using
the mullgnrep specimen processing procedure.

Procleix® ULTRIO® Assay (Gen-Probe, Inc., San Diego, California): Testing 6 replicates.

% In 21 CFR 610.41(a), FDA requires that blood establishments defer donors who test reactive by a screening test for
evidence of infection due to a communicable disease agent(s) listed in section 610.40(a). In section 610.41(a)(1),
however, a donor who tests reactive for anti-HBc on only one occasion is not reguired 1o be deferred. In this
guidance, we refer to reactive test results for HBsAg and anti-HBc as “repeatedly reactive™ to accurately describe
the testing algorithms for HBsAg and anti-HBe. .

14



Contains Nonbinding Recommendations

deferred (21 CFR 610.41(a)(1)). Donations collected from these donors are not suitable
for allogeneic transfusions (21 CFR 610.40(h)(1) and (2)) (Ref. 9), but such donations, if
otherwise nonreactive when tested for communicable disease agents as required under 21
CFR 610.40, may be used for further manufacturing into plasma derivatives without FDA
prior approval. (21 CFR 610.40 (h)(2)(v). Donors who test reactive on more than one
occasion do not fall within this exception and must be deferred (21 CFR 610.41(a)).

Under 21 CFR 610.41(b), “a deferred donor subsequently may be found to be suitable as
a donor of blood or blood components by a requalification method or process found
acceptable for such purposes by FDA.”’

Until now, we have not recommended a requalification method for reentry of donors
deferred due to repeatedly reactive test results for anti-HBc because there was no
supplemental (additional, more specific) test available. Although donor screening for
anti-HBc has contributed to blood safety, a large proportion of donors with anti-HBc¢
reactivity who fulfill all other donor suitability criteria have been indefinitely deferred on
the basis of potentially false positive anti-HBc test results (Refs. 10, 11). It is estimated
that as many as 21,500 potentially eligible donors were deferred annually in the late
1980s and 1990s because of false positive anti-HBc results, and that over 200,000 donors
could be eligible for reentry (Ref. 10).

For purposes of reentering into the donor pool, a donor who has been indefinitely
deferred because of having tested repeatedly reactive for anti-HBc on more than one
occasion, we recommend in Section 11 of this guidance that, after a minimum of 8 weeks
following the last repeatedly reactive anti-FHBc test, you obtain from the donor a new,
pre-donation blood sample (i.e., a blood sample that is obtained before the next donation)
for follow-up testing, using FDA-licensed tests for HBsAg, anti-HBc and HBV DNA by
NAT. If the new, pre-donation blood sample test results are negative for HBsAg, anti-
HBe¢ and HBV DNA, the donor may return to denate blood. When the donor returns to
donate, after the tests for HBsAg, anti-HBc¢, and HBV DNA on the pre-donation sample’
have been-determined to be negative, we recommend that you reenter the donor as
eligible to donate Whole Blood and blood components, provided that the donor meets all
eligibility criteria. Note that the reentry of a donor permits prospective donations from a
reentered donor who meets donor suitability criteria. It does not affect the status of

' previous collectxons from that donor.

For donor retesting, we recommend that a minimum 8-week (56 days) period elapse’
following the last repeatedly reactive anti-HBc test, because this time period provides
sufficient confidence that at Jeast one of the three HBV markers (J1BsAg, anti-HBc, and
HBV DNA) will be detectable if the donor had been truly infected with HBV at the time
of the last anti-HBc reactive donation (Ref. 1). In addition, eight weeks is the minimum
time period permitted between donations of Whole Blood, with limited exceptions (21

* A deferred donor may serve as an autologous donor in accordance with 21 CFR 610.40 and 21 CFR 610.41. Note
that a deferred donor that donates for auto]ogous use is not deemed to be reentered and remains deferred, until the
criteria for reentry are met.
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CFR 6403(b)).

For purposes of reentry, we recommend that you use an FDA-licensed HBV NAT Jlabeled
as having a sensitivity of <2 IU/mL at 95% detection rate [1 IU = ~5 copies]. Donors
with negative results for HBV DNA at this level of sensitivity are highly unlikely to be
infected with HBV (Ref. 12). Depending upon the assay and the platform used, this
sensitivity may only be achieved when testing individual donor samples.

RECOMMENDATIONS

A. You may reenter into the donor pool, a donor who bas been indefinitely deferred
solely because of repeatedly reactive tests for anti-HBc¢ on more than one occasion
if (see flow chart in the Appendix):

1. After a minimum of 8§ weeks following the last repeatedly-reactive anti-HBc
test, you collect a follow-up sample from the donor, and this sample tests
negative on FDA-licensed tests for HBsAg, anti-HBc, and HBYV DNA by NAT
(sensitivity at 95% detection rate of <2 IU /mL) _

and

2. When the donor presents to donate, after the new, pre-donation blood sample
tests negative on FDA-licensed tests for HBsAg, anti-HBc, and HBV DNA by
NAT, you determine that the donor meets all eligibility criteria for donors of
Whole Blood and blood components. '

. B. You should continue to indefinitely defer a donor who was deferred for anti-FHBc
reactivity on more than one occasion and whose sample or donation tests: 1)
repeatedly reactive on the HBsAg test (whether or not the neutralization test is
positive); 2) repeatedly reactive on the anti-HBc test; or 3) reactive on the HBV
NAT. Positive results on tests for HBsAg, anti-HBc or HBYV DNA by NAT may be
useful in donor counseling.

-C. Ifyou wish to perform follow-up testing on a donor who is deferred because of anti-
HBc test results, you may do so before the end of the 8-week waiting period for
donor notification purposes or for medical reasons. Negative test results on follow-
up for HBsAg, anti-HBc, and HBV DNA by NAT (sensitivity at 25% detection rate
of <2 IU/mL), may be useful in donor counseling. However, only negative results
for all three tests (HBsAg, anti-HBc, and HBV NAT), obtained at least 8 weeks
after the last repeatedly reactive anti-HBc result, would qualify the donor for
reentry. If you obtain a reactive HBV NAT, or repeatedly reactive HBsAg or anti-
HBc, or positive HBsAg result on any of these tests during this 8-week waiting
period, the donor would not be eligible for reentry, and we recommend that you
defer the donor indefinitely.
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A donor who has been requalified as described above in Section IIf. A. 1 and 2 may on
subsequent occasions be indefinitely deferred solely because of repeatedly reactive tests for anti-
HBc on more than one occasion. You may reenter such a donor into the donor pool by again
following all procedures described in Section III. A.

IV. IMPLEMENTATION

We consider the recommendations in this guidance to be an acceptable requalification method
for reentry of donors deferred due to falsely positive repeatedly reactive tests for anti-HBc.
‘Licensed establishments implementing these recommendations must report this change to FDA
as required under 21 CFR 601.12(a). We consider implementation of recommendations in this
guidance in their entirety and without modification to be a minor change to an approved license
application. Therefore, licensed establishments are not required to have FDA prior approval and
may submit a statement of this change in an annual report under 21 CFR 601.12(d), indicating
the date that the revised standard operating procedures were implemented. Unlicensed
establishments implementing recommendations in this guidance in their entirety and without
modification are not required to report this change.

We do not consider implementation of an alternative requalification method from that described
in this guidance to be acceptable, unless approved by FDA for such purpose. In accordance with
21 CFR 610.41(b), you must not reenter a donor unless the requalification method or process is
found acceptable for such purposes by FDA. Licensed establishments intending to use an
alternative requalification method must submit a supplement for prior approval, as required
under 21 CFR 601.12(b). Similarly, under 21 CFR 610.41(b), FDA must find an alternative
requalification method proposed by an unlicensed establishment to be acceptable before it is
implemented.
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APPENDIX

REQUALIFICATION PROCESS FOR DONORS DEFERRED BECAUSE OF
REPEATEDLY REACTIVE TEST RESULTS FOR ANTI-HBc

Donors previously deferred solely because of repeatedly reactive (RR) anti-HBc test on more
than one occasion

After a minimum of 8 weeks' following the last repeatedly reactive anti-HBc test result, test a’
follow-up sample using FDA-licensed HBsAg and anti-HBc tests, and HBV NAT?

! l

HBsAg RR? or Anti-HBc RR or HBV NAT Reactive All tests negative

"Defer donor indefinitely Reenter donor
(Donor eligible for future donations,

provided donor meets eligibility criteria)

VIt, for donor notification purposes or for medical reasons, you wish to perform follow-up
testing on a donor who is deferred because of repeatedly reactive anti-HBc test results before the
end of the 8-week waiting period and the blood sample tests HBsAg RR or anti-HBc RR or HBV
NAT reactive, the donor should be indefinitely deferred. 1f, however, the sample tests negative
on all three of these tests, the donor should be retested after a minimum of 8 weeks following the
last repeatedly reactive anti-HBc test result using licensed HBsAg and anti-HBc tests, and HBV
NAT. If, at that time, the sample tests negative on all three of these tests (HBsAg, anti-HBc, and
HBV NAT), the donor may be eligible to donate.

2 The sensitivity of the HBV NAT used should be < 2 IU/mL, at 95% detection rate.

? Regardless of the neutralization test result.
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commitment to improve health in the poorest
countries, he said, but “we need to be able to
see ciearly where the money is going and then
identify best practices where these financial
cormpitments to health are making the greatest
difference in saving lives.”

The Lancet's editor, Richard Horton, said that
the findings raised a red flag over the effective-
ness of International aid. “It may be entirely
rational for governments to move donor money
around according to their priorities. But the
risk is that redistributing health money to other
sectors may diminish donor confidence in aid
programmes [and] erode taxpayer commitment
to government spending on intemnational devel-
opment,” he said.

Inan accompanying article Gorik Goms, of the
institute of Tropical Medicine in Belgium, gave

ibree possible reasons for the “crowding out”
effect: governments compensaling for excep-

tiona! generosity to the health sector by diverting
funds to other areas; governments preventing
increases in recurrent health expenditure in
anticipation of future unpredictability of inter-
national aid; and governments smoothing aid

Between 15% and 30% of Sudan’s own spending on health was replaced by foreign aid

MY KERUME-VAFEIGETW IVALES

by spending it over several years (doi:10.1016f
SU140-6736(10)60207 -3). )
In 3 commentary Devi Sridhar and Npaire
Woods, of the University of Qxford, cautioned
against concluding that international aid should
be channelled through non-governmental organ-
isations, as they would bypass domestic institu-

tions that improve governanee and sustain aid in
the long term. They added that coliaborative tar-
get setting between donors and recipients could
result in gavernments following the priorities

- of donors rather than meeting their own needs

{doi:10.1016/S0140-6736(10)60486-2).
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Debate stillrages
as medical abortion’
finally arrives in Italy

Michaet Day iilak
Medical abortion became available in Italy last
week alter a 15 year bautle between women's
groups and the Catholic church.

Butwhile the major regions of Tuscany, Emilia

. Romagna, and Lombardy finally made the pro-
' zedure available, others, such as Piedmont.

" seemed to be clrag;ging their lieels.

And within hours of the firs) mifepristone pill
{also known as RU486) being given on Thursday
there was fresh contiaversy when the 29 year
old recipient discharged berself from the dinic
in the seuthern city of Bari, in contravention of
guidelines stating that the patient must stay in
hospital for the duration of medical abertion,

The health ministry says that the proviso is
essential foreduce the risk of complications that
have been linked to medical abortion and has
advised regions not following the guidelines
they will be committing a crime.

Some advocates of mifepristone, such as
Silvio Viale, a consultant gynaecologist at the
Sant'Anna Nospital in Turin, criticised the regu-
lations, which are al odds with those in other
countries: “They make no sense, as demon-
strated by the experience of other countries such
as France,” he said.
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areport sugpesting a link hetween a vires and CFS

Canada bans blood
from people with
history of CFS

Barhara Kermode-Scott CAL584ARY, ALBERTA
Canada’s nationa) blood service has announced
that from next morth it will ban blood donations
from people with a medical history of chronic
fatigne syndrome (CFS), as a precautionary meas-
ure. 1t is the first country in the world to doso.
“Canadian Blood Services takes the safety
af the blood supply very seriously,” said Dana

22

Devine, the agency’s vice president of medical,
scientific, and research affairs. *Until recently
Canadian Blood Services has accepted blood
donations from donors who report a history of
{chronic fatigue syndrome| but are now well."

Dy Devine cited a report published in Science
last October (2009;326:585-9, doi: 10,1126
science.117905 2) suggesting 4 link berween
the syndrome and the presence of a retrovirus,
the xenotropic murine leukaemia virus refated
virus (AMRY). N

The study, which looked at peripheral blood

- mononuclear cells from patients with chronic

fatigue syndrome, identified DNA from XMRV
in 68 of 101 parients (679%) but in only eight of
218 (3.7%) healthy control patients. Cell cul-
ture experimenis showed that patient derived

XMRV is infections and thal both cell associ-

ated and cell free transmission of the virus are
possible.

“Given tha lack of clarity around XMRV, we
are changing the way we manage donors sugh
that any dontor who has a medical history of
[the syndrome] will be indefinitely deferred
from donating blood,” Dr Devine said.

Studies conducted in early 2010 in the
United Kingdom and in the Netherlands were
unahle to confirm the findings of the Science
study, she nofed (BM] 2010;340:¢1033).

Health officials in the United Slates are also
invesiigating the association between. XMRV
and chronic fatigne syndrome and its patential
significance for the blood supply.
it theds gy S A 1OREALT T
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Links An infectious wirus linked to 2 diseases 1s drawing the attention of :
public-health officials, who are investigating the potential threal
Denatiens to the nation's blood supply. It isn't clear if the virus, known as
i HMRY [xenctropic murine leukemia virus-related virus], poses a
About ProMED-mmail . danger, and public-health officials say there isn't evidence of

spreading infection. But because of concern over the potential for
widespread infection and preliminary evidence that XMRV is
transmitted similarly to HIV [human immunodeficiency virus},
afficiels are quickly trying to determine if action is needed to
protect the blood supply.

XMRV was discovered in 2006 when it was found in tumor samples from
men With a rare form of familial prostate cancer, Research has also
linked the virus to chronic fatigue syndrome [CFS5] and found it in
measurable levels in the blood of healthy pecple [ses ProMED-mail
Chreonic fatigue syndrome: gammaretrovirus link 20091909.3499]. But
the evidence isn't conclusive, as several cther studies failed to
find XMBRV in the blood of people with chronic fatigue syndrome, and
it isn't known how prevalent the virus is or whether it causes
disease [see ProMED-mail Chronic fatigue syndrome: gamma retrovirus
link disputed 20100107.0078]. "These are éarly days trying to
understand the public health significance of XMRV," said Jay Epstein,
director of the Office of Blood Research and Review at the Fcod and
Drug Administration. Efforts are under way to find effective tests
for the virus and determine its prevalence, led by a working group
funded by the National Institutes of Health and including federal
agencies such as the FDA and the Centers for Disease Contrel and
Prevention. Blood banks, academic institutions, and at least one
advocacy group are also involved.

The fogus ¢n XMRV is part of a growing effort to better monitor
emerging infections -- disorders that have either increzsed in humans
in recent decades or are deemed a potential threat. Currently there
are 12 tests used to block infecticus agents from entering the bloogd
supply, such as HIV or hepatitis € [virus], and more screens are
under study, including those for dengue, human variant
Creutzfeldt-Jakob disease, and agents that cause malaria. There is nc
FDA-licensed lab test for XMRV, and officials say they are still
setting standards for diagnosing it.

Public-health officials increasingly recognize that even infections

not typically found in the U5 can guickly come here because of global
travel. Many viruses also have leng incubaticn periods, making it

harder to recognize that the virus was transmitted by a blood
transfusion. In an October 2009 repeort, a federal advisory committee

on blood safety and availability concluded that biovigilance in the

US is a "patchwork of activities, not a cohesive national program."

The incldence of infectious diseases being transmitted through
transfusions is small, typically cnly a handful each year, acceording

to the American Red Cross and data reported to the FDA. About 1€
million units of whele blood and red blood cells were donated in the
US in 2006, the latest data available, according to the 2007 Naticnal
Blood Collection and Utilization Report. The American Red Cross,
which collects almost half of blood donations in the US, estimated
that about 10 000 denors a year turn out to be infected with
pathogens that officials screen for. Nearly half are hepatitis C
virus (positive].

Michael P Busch, who runs the Blood Systems Research Institute in San
Francisco and is a member of the XMRV working group, notes that
everyone harbers benign viral infections. These viruses are
transmitted in every blood transfusion, but aren't known to cause
diseases in recipients, says Dr Busch. Even if XMRV is found toc be
present in large numbers of blood denors, Dr Busch notes, it is still
necessary to determine if XMRV czuses diseases.

The working group was established after a paper was published in
Octeber [2002] in the journal Science [abstract available at
<htto://www.sciencemaq.org/eqi/eontent/abstract/1178052>], where
researchers reported finding the virus in a majority of 101 patients
with chronic fatigue syndrome. The study's co-authors at the
Whirtemore Peterson Institute for Neuro-Immune Disease, the Naticnal
Cancer Institute and the Cleveland Clinic, also found the virus in
nearly 4 percent of 218 healthy people used as controls in the study.
Extrapolating from those numbers, public-health officials estimated
that up to 10 millicn people in the US and hundreds of millions of
people globally could be infacted with XMRV.
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the apparent link to CFS, which affects an estimated 17 million \
people worldwide, and has no specific treatments, has been closely

followed by the patient advodacy community. The Whittemore Peterson

institute, established by the family of a chronic fatigue patient,

has started collecting bleod from CFS patients who got their

diagnosis folleowing a blood transfusion and plan to lavnch their own

study of the issue, says Rnnette Whittemore, founder and president of

the institute.

The CFIDS (chronic fatigue and immune dysfunction syndrome]
Association of America, an advocacy group for chronic fatigue
syhdrome, 5et up a bank to collect blospecimens to be used in
potential studies about CF5, including XMRV-related cnes. Researchers
at Emory University and the University of Utah published a study last
week [1 Apr 2010] showing that XMRV may be treatable with drugs that
treat EIV. (see Singh IR, Gorzynski JE, Drabysheva D, Bassit
L, Schinazi RF, 2010 Raltegravir Is a Potent Inhibitor of XMRV, a
Virus Implicated in Prostate Cancer and Chronic Fatigue Syndrome.

- PLoS ONE 51(4):
e9948. .
<http://wwi.plosone.orgfarticle/info33Adoif2F10,1371925journal .pong. 8009948>) .-

‘ The AABB [American Association of Blood Barks], an asseciation of
facilities that collect wirtually all of the US blocd supply, has
also set up an XMRV task force, although the virus doesn't appear on .
a list of infectious agents evaluated by a special AABB
transfusion-risk committee, as concerns came out after the latest
list was put together.

Labs in Eurcpe reported earlier this year that they haven't been able
to replicate the XMRV findings in patients with chronic fatigue
syndrome ©r prostate cancer. And public-health experts say a key
issue in sorting out the disparate findings is to reach agreement on

4 tests that are sensitive and reliable in identifying XMRV in the blood.

The federal working group's project has 3 phases. 1st, labs at €

- participants —- including the FDA, the National Cancer Institute, the
CDC, and the Whittemore Petersen lab -- are using a panel of kloed
samples to try to establish which of the labs' tests are sensitive
and relisble enough to find XMRV in the blood. Resultis are expected
in a few wesks.
In the 2nd phase, also launched, a panel of around 350 different
blood samples developed by Dr. Busch's team will be sent to four
different labs. Some of the samples ara frem chronic fatigue patients
known te have XMRV. Others from healthy deonors have been spiked with
the wirus or have tested negative. All the samples are blinded, and
the study will see whether the different labs can agree on XMRV
positive status for chronic fatigue patients.

A 3rd phase may be launched later, using frozen specimens in federal
repositories dating to the 1970s. These repositories link domors te
recipients and will allow researchers to see if XMRV was transferred
in transfusions and help determine prevalence in the past as well as
today, as well as geographical clusters or associations with age and gender.

#There is a balance to what we are doing," says Simone A Glynn,
branch chief of transfusion medicine and cellular therapies at the
MNational Heart, Lung and Blood Institute and chairperscn of the XMRV
working group. "Yeu do net want to transfuse an infectious agent that
causes problems. But yeu do not want to take blged ocut of the system
that . is pot causing any problems."

[Byline: Amy Dockser Marcus]

Communicated by:
ProMED-mail Rapperteur Brent Barrett

IXenotropic murine leukemia virus-related virus (XMRV) on account of
Its similarity to murine leukemia virus is classified a2s a member eof
the genus _Gammaretrovirus_, whereas human lmmunodeficiency virus is
classified in the genus _Lentivirus_. While the link between MLRV and
. human disease, and chronic fatigue syndrome in particular, remains
controversial, it is certainly prudent to further refine diagnostic
procedures in crder to determine the extent of the presence of XMRV
in the human blood supply and any correlation with human disease. The

outceme of the research in progress is a matter of general interest. - Med.CP)
Isee alsg:

Chronic fatigue syndreme: gamma retrovirus link disputed 20100107.0078

2009

Chronic fatigue syndrome: gammaretrovirus link Z0091009.3499}
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ProMED-mail makes every effort to verify the reports that
are posted, but the accuracy and completeness of the
Information, and of any statements or opinions based
therecn, are not guaranteed. The reader assumes all risks in
using information posted or archived by ProMED-mail. ISID
and its associated service providers shall not be held
responsible for errors or cmissions or held liable for any ..
damages incurred as a result of use or reliance upoh posted
or archived material.
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