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Information about West Nile Virus and Blood Safeiy

Updated 10/3/2002

Background

The ongoing outbreak of West Nile virus (WNV) infections in the United States has raised concern that
WNV could be transmitted through blood transfusion. in one recent cluster, 4 organ recipients from a single
donor ail developed clinical WNV infection and the donor's pre-donation blood contained WNV. The source
of that donor's infection continues under investigation but may have been either natural or related to
transfusions which he received (CDC. West Nile virus infection in organ donor and transplant recipientg---
Georgia and Florida, 2002, MMWR 2002:51:790.). In another instance, a blood recipient in MS. .
Subsequently developed WNV encephalitis, Testing of 3/15 of her blood donors' retained specimens was
positive for WNV RNA, in one case confirmed by culture (MMWR 9/20/02). Most recently, in a case
investigation that is still in its preliminary stage, 2 patients who developed WNV encephalitis after receiving
blood products were co-recipients of blood from a donor whose retained sample has tested positive for
WNV RNA (joint CDC, FDA, State of Michigan Press Telgbriefing, 9/27/02).

Based on an ongoing analysis of these and other case reports made to the Centers for Disease Control, it
now appears highly likely that WNV can be transmitted by both organ transplantation and by blood
transfusion. While the degree of risk is unknown at this time, and intensive investigation continues, the
Public Health Service believes that all feasible steps should continue to be taken to reduce the risk.
Because most patients with WNV viremia are likely to be asymptomatic, FDA is also working with the blood
and medical diagnostics-industry to encourage and facilitate the availability of a blood donor-screening test.

FDA Blood Safety Provisions
Donor Deferral

Blood establishments must defer donors not.in good health. (See FDA regulations at 21 CFR 640.3.) The
clinical course of WNV infection can range from asymptomatic, to mild symptoms suggestive of an acuts
infectious illness (i.e., fever, nausea, vomiting, flu-like symptoms), to, in less than 1% of those infected,
severe neurological manifestations including meningoencephalitis, and rarely flaccid paralysis. Additional
information concerning WNV can be obtained at the Center for Disease Contro! and Prevention website.

Careful attention to blood establishment's existing donor screening procedures should identify the
approximately 20 percent of persons with WNV infection who are symptomatic. FDA wishes to emphasize
the potential importance of these measures in reducing the theoretical risk of transfusion transmitted WNV,
particularly in areas where human cases are occurring.

Component Quarantine and Retrieval

In cases of probable or proven recent West Nile Virus infection in a donor, discovered posi-donation, or
when the recipient of a transfusion is suspected or confirmed to have developed WNV infection following
transfusion, Medical Directors of blood establishments should carefully evaluate the situation and consider
product quarantine and retrieval. '

Although no specific studies using West Nile virus have been performed, we believe that the risk of
fransmission by plasma derivatives is extremely low. WNV is a lipid-enveloped virus and is likely to be
effectively inactivated by processes in place for these products, which have been shown to inactivate




closely related flaviviruses.

FDA wishes to emphasize to patients and health care providers that when a blood transfusion is medically
indicated, the benefits are currently believed to outweigh the risks of such a transfusion, including the risk of
WNYV infection. FDA is continuing to work with CDC and NIH to study this issue and is planning to issue
further guidance on these matters in the very near future, :

Development of Donor Screening Tests

FDA is interested in facilitating the development of commercial tests for detection of acute infection with
WNV in blood and plasma donors, including the development of supplemental tests. FDA plans to sponsor a
public scientific meeting on November 4-5, 2002 to discuss the development of these tests and the
development of pathogen removal or inactivation methods to reduce the risk of WNV from blood transfusion.
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Investigations of West Nile Virus Infections in Recipients of Blood Transfusions

CDC, the Food and Drug Administration (FDA), and the
Health Resources and Services Administration (HRSA), in
collaboration with blood collection agencies and state and
local health departments, continue to investigate West Nile
virus (WNV) infections in recipients of blood transfusions.
During August 28-October 26, CDC received reports of 47
persons with possible transfusion-related WNYV infection.
Investigations showed that 14 of these persons either did not
have WNV infection or did not acquire WNV infection
through transfusion. The remaining 33 cases, reported from
17 states, occurred among persons who had confirmed or prob-
able WNV infection and had received blood components in
the month before illness onset. To date, evidence that WNV
can be transmitted through blood transfusion has been found
in six of the 33 cases; investigations are ongoing for the other
27 cases. .

Among the six cases with evidence that WNV can be trans-
mitted through blood transfusion, three have been previously
summarized (1,2). Two patients developed confirmed West
Nile virus meningoencephalitis (WNME) after receiving dif-
ferent blood components derived from the same blood dona-
tion, which was subsequently found to have evidence of WNV
(2). In follow-up resting, the donor associated with these com-
ponents had WNV-specific IgM antibody. On interview, this
donor reported having a fever and a rash 2 and 5 days after
donation, respectively. In a third case, WINV was isolated from
an untransfused unir of fresh frozen plasma (FFP) derived
from the suspected donation, indicating that the virus can
survive in some blood components (7). The donor of this
unit sought medical care 4 days after donation for an illness
of 1-2 weeks duration characterized by nasal congestion,
sinus pain, headache, malaise, and fatigue and was treated for
sinusitis. On follow-up, the donor tested positive for WNV-
specific IgM antibody.

Investigations of three additional patients found evidence
that these persons acquired WINV infection by transfusion.
An adolescent with a hematologic malignancy who had been
hospitalized continuously for 65 days developed WNME
after receiving 93 blood components in the month before illness

onset. Of 72 retention segments* available from these dona-
tions, one tested positive for WINV by kinetic quantitative

_polymerase chain reaction assay (Taqman®} and negative for

WNV-specific [gM antibody. The donor of the unit associ-
ated with the Tagman®-positive retention segment reported
fever, chills, headache, painful eyes, and generalized weakness
beginning 2 days after donation in eatly September and sub-
sequently developed WINV IgM antibody.

Two additional patients had WINME diagnosed after each
had received a component derived from the same blood
donation. The first patient, a man aged 60 years with a malig-
nancy, received 4 units of red blood ceils during September
18-30, and subsequently developed encephalitis. Serum and
cerebrospinal fluid samples tested positive for WNV-specific
IgM antibody on October 8 and 16, respectively; the parient
subsequently died. One of four rerention segments associated
with the units the patient received tested positive for WINV
by Tagman® and negative for WNV-specific IgM antibody.
A unit of FFP associated with this Tagman®-positive dona-
tion had been administered on October 6 to the second
patient, a woman aged 40 years with a malignancy; 3 days
[ater, this patient had fever. Serum coliected from the patient
1 day before transfusion was negative for WNV by Tagman®
and WNV-specific IgM antibody. Serum collected from the
patient 9 days after transfusion tested positive for WNV by
reverse transcription polymerase chain reaction and negitive
for WINV-specific IgM antibody; serum collecred 6 days later
tested positive for WNV by Tagman® and positive for WNV-
specific IgM antibody. The donor of the Tagman®-positive
unit subsequently developed WNV IgM antibody. During
follow-up interview, the donor reported having fever, chills,
headache, eye pain, and myalgias 5 days before donarion and
a rash 4 days after donation in late August. -

Cases of WINV infection in patients who have received blood
transfusions within the month preceding illness onset should

be reported to CDC through state and local public health

*Blood samples from tubing that had been arached to the original donor
collection bag or from the packed red blood cell component prepared from the
whole blood collection.

CENTERS FOR DISEASE COMNTROL AND PREVEMTION




