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New! West Nile Virus Infections in Organ Transplant Recipients --- New York and
Pennsylvama, August--September, 2005.

Questions and Answers
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Blood Transfusion, Organ Donation and Blood Donation Screening Information

NEW! Questions related to West Nile Virus Infections in Organ Transplant Recipients ---
New York and Pennsylvania, August--September, 2005. MMWR Dispatch, October 5,
2005

Q. How were these cases identified?

A. After unexplained neurological ilinesses resulted in two organ recipients from one donor, serum
and plasma collected from the donor were retrieved and tested. The samples tested positive for
WNV IgM and IgG antibodies, but were negative for WNV RNA by PCR.

Q: How was the organ donor infected?

A. It is likely that the organ donor was infected by the bite of an infected mosquito, as he was
reported to have spent time outdoors and infected mosquitoes were collected from a site near the
person’ s home approximately 10 days before he died.

Q. What is the current protocol for testing donor or organs before a transplant is
conducted?

A. Organ donors are screened to identify infectious risks on the basis of national organ-
procurement standards. Screening of all organ donors with WNV NAT is not currently required or
routinely performed for several reasons: 1) NAT is only available through an “Investigational New
Drug” applications for biood screening at this time; 2) the length of turnaround time to obtain
WNV NAT testing, and 3) the unproven test performance in the organ-donation setting. National
guidelines for organ-donor screening are continuously reevaluated by the Health Resources and
Services Administration in consultation with FDA, CDC, and organ-procurement organizations.

Q. Which agencies regulate transplant and blood issues?

A. The US Health Resources and Services Administration (HRSA) and Centers for Medicare and
Medicaid Services (CMS) have oversight over organ procurement and transplantation, while the
Food and Drug Administration (FDA) regulates tissue and blood.

Q. You have stated that the system of testing donated blood for WNV by nucleic acid-
amplification test (NAT) has markedly reduced the risk of transfusion transmission.
How is the testing of organs before transplantation different?

A. There are several issues to consider: (a) time, (b) type of test and (c) potential biological
differences.

(a) Time is a critical factor in organ donation; one analysis suggested that WNV NAT screening
might result in a net loss of years of life among certain types of potential transplant recipients
because screening might exclude healthy donors from an already limited donor pool. The time
pressure to test and process donated blood is not as extreme.

(b) Additionally, NAT has not yet been proven as an effective test in the organ-donation setting—
it is not known at this time that it would prove as useful as it has in identifying biood donations
that pose a risk.

(c) It has been learned through limited retrospective studies that transfused viremic donations dit
not transmit WNV infection if IgM a2n3tibody was present, and investigation of all 30 cases of WNV



transmitted by blood transfusion documented to date indicated that the donors’ viremias can be
of low titer and that all resulted from IgM antibody-negative donations. This instance of organ-
transplant-associated WNV transmission suggests that transmission through solid organ
transplantation can occur from donors with IgM and 1gG antibodies and without detectable nucleic
acid by PCR in their serum. Experimental evidence in humans and animals suggests that WNV
might persist in organs after clearance of viremia (e.g.., when virus is no longer circulating in the
bloodstream.) This would present a different scenario, requiring different testing, than the case of
NAT testing of donated blood.

Q. Is there testing available that would have been able to identify the risk of WNV
infection before the organs were transplanted?
A. It is currently unknown whether NAT would have detected West Nile virus in this donor.

Q. What will be done to follow up these cases, and to reduce the risk of WNV infection
through transplanted organs in the future?

A. Clinicians should be aware that transplant-associated infectious disease transmission can occur
and should be vigilant for unexpected outcomes in transplant recipients, particularly when they
occur in clusters.

Cases of suspected WNV infection through organ transplant should be reported promptly to local
and state health departments and CDC.

We will continue the evaluation of the blood donor to the organ donor to look for evidence of WNV
infection, and the evaluation of the organ donor serum. When done with our investigation, HRSA,
CMS, FDA, CDC, state and city authorities and organ procurement organizations will be working
together closely to see if evidence in these cases might be used to develop protocols to reduce
risks of WNV infection associated with transplanted organs.

Q. What type of treatment is being given to the organ recipients? Is that treatment
available to other people with WNV disease?

A. The organ recipients were treated with Omr-IgG-am, an intravenous immunoglobulin product
with high-titered neutralizing antibody to WNV available through a Food and Drug Administration
(FDA)-approved IND compassionate release protocol. No proven effective treatment or
prophylaxis for WNV infection exists; a randomized placebo-controlled, double-blind trial of Omr-
IgG-am is underway, and more information on participation can be obtained at
http://www.clinicaltrials.gov/show/NCT00068055

Information on other randomized placebo-controlied, double-blind trials for WNV infection is also
available at http://www.cdc.gov/ncidod/dvbid/westnile/clinicalTrials.htm

Guidance related to donated organs, and the use of screening and diagnostic tests for West Nile
virus was issued January 9, 2004 and is posted on the website of the Organ Procurement and
Transplantation Network.

Publications concerning WNV and blood donations/transfusion-associated cases:
o Transfusion Complications PDF (70KB/5 pages), West Nile Virus blood transfusion-
related infection despite nucleic acid testing, December 2004.
¢« West Nile Virus Screening of Blood Donations and Transfusion-Associated Transmission,
MMWR Dispatch April 9, 2004.
o Detection of West Nile Virus in Blood Donations---United States, 2003, MMWR Dispatch
September 18, 2003.
For General Information about Screening of Blood Donations for WNV, click here.

General Information on Screening of Blood Donations for WNV

Q. What is being done to reduce the risk of transfusion-related West Nile virus
transmission?

A_All biood banks in the United States have been screening blood donors and donations for West
Nile virus since 2003.

State and local public health departments report cases of West Nile virus infection in patients who

have received blood transfusions during the 4 weeks before they got sick to the blood collection

agency that collected the donation. Health departments also report this information to CDC

through ArboNET, the national database where information about cases of West Nile virus is kept.
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In addition, cases of West Nile virus infection in people who donated blood in the 2 weeks
preceding illness onset should also be reported to CDC and blood collection agencies where the
sick person donated blood. The blood collection agencies destroy potentially infectious units of
blood.

Q. How does the blood screening test protect people from WNV?
A. The blood screening methods allow blood banks to destroy potentially infectious biood before it
is given to anyone.

In addition, public health departments and blood banks cooperate to identify and destroy blood
products (if necessary) from donors who develop a West Nile viral illness after they give blood. If
someone becomes ill after a transfusion, blood banks destroy the blood products taken from the
donor of the transfused blood. Prompt reporting of these cases helps facilitate withdrawal of
potentially infected blood components.

Q. Should people avoid donating blood?

A. No. There is no risk of of being infected by West Nile virus through giving blood. Blood saves
lives and is always needed, especially during the summer months. Because donating blood is
safe, we encourage blood donation now and in the future. We also encourage all donors to
truthfully answer the questions asked by the blood bank to make sure they are fit to donate on a
given day.

Q. Should people avoid getting blood transfusions or organ transplants?

A. No. About 4.5 million people receive blood or biood products annually. The benefits of
receiving needed transfusions or transplants outweigh the potential risk for West Nile virus
infection. However, doctors and their patients who need blood transfusions or organ transplants
should be aware of the risk for West Nile virus infection.

Q. If a person had a West Nile virus infection in the past, can they still donate blood?
A. Yes. West Nile virus infections do not last very long. The virus is in the blood for a very short
time. People fight the virus and usually get rid of it in a few days. To get rid of the virus, they
develop antibodies against it. Antibodies keep people from getting a West Nile virus infection
again.

People who have been diagnosed with West Nile virus confirmed by positive laboratory testing
should not be allowed to donate blood for 120 days from the start of their symptoms or their
laboratory diagnosis, whichever is later. If there are no symptoms to suggest a West Niie virus
illness, a positive West Nile virus antibody test result alone should not be grounds for refusing a
blood donation.

Q. If I recently had a transfusion or transplant, should I be concerned about getting
West Nile virus?

A. You should be aware of the potential risk for West Nile virus infection and the need to monitor
your heaith. If you have symptoms of West Nile virus or other concerns you should contact your
physician. If a patient who recently received a blood transfusion or organ transplantation
develops a West Nile virus infection, that does not necessarily mean that the
transfusion/transplantation was the source of infection.

Q. How can a person test positive for WNV infection at a blood bank, but not be
considered a "case" by CDC?

A. A WNV "case” is a person who has become ill and been confirmed to have WNV infection. This
infection might be either West Nile Fever, a mild illness with fever, or West Nile encephalitis or
meningitis, more severe illnesses. Blood donors who do not become ill and do not develop
symptoms are counted in a separate category because they are not considered "cases."

For more information on human cases, disease surveillance, and a map of cases, go to
http://www.cdc.gov/ncidod/dvbid/westnile/surv&control.htm.

Q. What happens to the blood collected from donors that test positive for WNV?

A. When a unit of blood is identified as possibly infected with WNV by initial screening, it is
removed from the blood supply. If the confirmation process reveals that the unit is NOT actually
infected, the remaining blood products may be used.

Q. Is there enough blood to meet the needs of hospitals?
A. Although there is always an increased demand for blood products during summer months, only
a relatively few units of blood will be removed from the biood supply.

Blood donations usually decrease in summer. Despite the recently identified problems with
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receiving infectious blood, it is still safe to donate blood. CDC encourages people who can donate
to consider making a donation during summer months to help ensure adequate blood supplies for
all who need them.

Q. If someone who is donating blood at the same time that I do tests positive for WNV,
can I catch it from them?

A. No. WNV is generally transmitted through the bite of an infected mosquito. You cannot get
infected with WNV from contact with an infected person. For more information, see the
Transmission page.

Q. If a blood bank does not use my blood because it tests positive for WNV, does this
mean I'm going to get sick?

A. Probably not. What this means is that you have WNV in your blood, so you have been recently
bitten by an infected mosquito. Most infected people do not become ill at all and only a very small
number develop West Nile fever or more serious disease. It is thought that you will have
immunity from WNV for a long period after becoming infected, possibly for life. For more
information, visit the Transmission page.

Q. Will the blood bank notify me if my blood tests positive for WNV?

A. Blood banks will contact donors who may have a WNV infection. A subsequent blood sample
will be requested in order to help confirm the infection. We thank you in advance for your
cooperation in protecting the national blood supply, and helping to validate the tests that are
being used.

Q. What do I need to do if my blood tests positive for WNV?
A, If you learn from a blood bank that your blood was likely infected with WNV you may be
requested to give another blood sample to help confirm the infection.

Most WNV infections do not cause any symptoms, and do not require any medical attention.
There is nothing in particular that you need to do because of the infection. It is also likely that
you have antibodies to prevent you from getting sick with WNV in the future. If you were infected
with WNV, this does tell you that there is a risk of infection in your area, and it is important for
the rest of your family to protect themselves from mosaquito bites.

Of course if you do feel ill you should consult your health care provider.

Q. What kind of test is used to test donated blood?

A. During the 2002 WNV epidemic, the blood-banking industry, FDA, and CDC worked together
closely to identify WNV transmission to humans through blood transfusion and organ donation.
These screening tests identify whether West Nile virus is present in the blood. The tests being
used for the blood supply are still being validated by all the agencies involved.

If the test is positive, the blood from this donation is removed from the biood supply. To validate
these new tests, further testing is done. In some cases, the screening test result may be a "false
positive", and blood banks are taking a cautious approach to avoid future WNV transmission by
transfusion. For more information, consult the FDA WNV Web page at
http://www.fda.gov/oc/opacom/hottopics/westniie.htmil.

These blood-screening tests are different than the already validated tests that are used to
diagnose WNYV infections among ill people who are not donors. Among people who are not donors,
we use tests that identify antibodies (proteins in the blood that help fight infection) that are
produced by the body in response to a WNV infection.

Q. Can I get tested for WNV at my doctor's office with the blood test that blood banks
are using?

A. No. The tests being used at blood banks are new and not licensed by the FDA for routine
screening purposes. These tests are being used only at biood banks. If your health care provider
suspects you may have WNV illness he/she can send a sample of your blood to a private
laboratory or to the state health department for testing for antibodies.

Q. Are all U.S. blood centers testing the blood they collect for WNV?
A. Yes. Screening is going on in every U.S. civilian blood center, including Alaska and Hawaii and
Puerto Rico.

Guidance related to donated organs, and the use of screening and diagnostic tests for West Nile
virus was issued January 9, 2004 and is posted on the website of the Organ Procurement and
Transplantation Network.

The most recent information on West Nile Virus Screening of Blood Donations and
Transfusion-Associated Transmission is found in the update of the MMWR Dispatch Apri
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9, 2004.

Also, Detection of West Nile Virus in Blood Donations -- United States, 2003 is found in
the MMWR Dispatch September 18, 2003.
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