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Outbreak Notice

Chikungunya Fever in Asia

and the Indian Ocean
This information is current as of
today, April 07, 2010 at 21:25 EDT

Updated: February 18, 2010

Situation Information

Since 2006, parts of Asia and the Indian Ocean
region have reported chikungunya fever activity.
Several countries have increased surveillance for
this disease, and cases continue to be reported
throughout this region.

Chikungunya fever is a disease caused by a virus
+that is spread to people through the bite of infected
mosquitoes. Symptoms can include sudden fever,
joint pain with or without swelling, chills,
headache, nausea, vomiting, lower back pain, and a
rash. Chikungunya mainly cccurs in areas of Africa
and Asia. In 2007, limited transmission of
chikungunya virus occurred in ltaly.

The following examples highlight some recent
chikungunya activity in Asia and the Indian Ocean
region:

Indonesia

A chikungunya outbreak has been reported in the-
southern province of Lampung on the istand of
Sumatra. From the second half of December 2006
through the beginning of January 2010, 6,700
chikungunya cases were reported. In 2009, no
deaths due to chikungunya fever were reported,
although a total of 43,206 cases were reported
across the country from 12 provinces,

Thailand

In 2009, a large outbreak of chikungunya fever
affected the country, particularly the southern
region, including some tourist destinations, such as
Phuket. According to the Ministry of Public Health
in Thailand, over 49,069 cases were documented in
more than 50 provinces. Reports from Thailand
show that chikungunya virus continues to circulate
throughout the country.

Malaysia

In 2009, the Ministry of Health in Malaysia
reported over 4,430 cases of chikungunya fever,
No deaths were reported. The most affected areas

- are the northem provinces of Sarawak Kedah,

followed by Kelantan, Selangor, and Perak.
Chikungunya activity has continued in 2010, with
an additional 325 cases reported in the first 5
weeks. The cases occurred predominately in
Serawak.
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Advice for Clinicians

Clinicians should be aware of the engoing global
chikungunya activity. Chikungunya may present in
a similar fashion to malaria and dengue, with fever,
chills, and generalized myalgias. However, after
the acute illness, patients with chikunguaya may
have a prolonged course of arthralgias ot arthritis,
which may lead health-care providers to consider
and begin testing for rheumatic diseases. These
signs and symptoms can persist for several months.

For more information, please see Chikungunya
Fever section of CDC Health information for
International Travel 2010.

Advice for Travelers

No medications or vaccines are available to
prevent a person from getting sick with
chikungunya fever: CDC recommends that people
traveling to areas where chikungunya fever has
been reported take the following steps to protect
themselves from mosquito bites.

«  When outdoors during the day and at
night, use insect repeflent ‘on exposed skin.

o - Look for a repelient that contains
one of the following active
ingredients: DEET, picaridin
(KBR 3023), Oil of Lemon
Eucalyptus/PMD, or [R3535.
Always follow the instructions on
the label when you use the
repelient. :

o In general, repellents protect
longer against mosquito bites
when they have a higher
concentration (%) of any of these
active ingredients. However,
concentrations above 50% do not
offer a distinct increase in
protection time, Products with less
than 10% of an active ingredient
may offer only limited protection,
often only 1-2 hours.

o The American Academy of

" Pediatrics approves the use of
repellents with up to 30% DEET
on children over 2 months of age.

If you get sick with a fever and think you may have
chikungunya fever, you should seek medical care.
Although there is no specific treatment for the
disease, a doctor may be able to help treat your
symptoms. Avoid getting any other mosquito bites,
because if you are sick and a mosquito bites you, it
can spread the disease to other people.

For more travel health information, see the
destinations section and search for the country you
are planning to visit.

"More Information

The incubation period for chikungunya (time from
infection to illness) is usually 37 days, but it can
range from 2-12 days. Chikungunya fever
typically lasts a few days to 2 weeks, but some .~
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HOD RBCs Stored For 14 Days Are Significantly More immunogenic
Than Fresh HOD RBCs

J £ Hendrickson' (jeanne.hendrickson@ choa.org), E A Hod?,

S L Spitalnik?, C D Hillyer, J C Zimring®. ‘Depariment of Pediatrics,
Emory University, AFLAC Cancer Center and Blood Disorders' Service,
Atlanta, GA, USA; *Depanment of Pathology and Cell Biology, Columbia
University Medical Cenler, New York, NY, USA: *Department of Patholagy
and Laboralory Medicine, Emory Universily, Allanta, GA, USA

Background: Within FDA iimits, red blood cells (RBCs) are generally trans-
tused without regard to length of in vitro storage. However, recent studies
have raised concerns thal transfusion of older stored (i.e. aged) RBCs may
lead to adverse events in cenain patients. We hypothesized that aged RBC
transfusions woutd lead to higher rates of RBC elloimmunizalion, and devel-
oped a mutine model to test this hypothesis. Materials and Methods: RBCs
tiom HOD donors (expressing lransgenic RBC specific hen egg lysozyme
(HEL) fused to human Fyb} were collected in 12.3% CPDA, leukoreduced
(LR) with a Pall neonatal LR filler, volume reduced 16 a Hct of 75%, and
stored at 4° C tor 14 days, C57BL/6 recipients were lranstused intravenously
with 500 L of a 20% solution of fresh or aged (stored 14 days) LR or non-
LR ABCs. Flow cylometric testing of HEL and Fyb expression on pre and
post-transfusion RBCs was done, with 24 hour posi-transfusion survival
-delermined by extrapolation 10 time 0. Blood cultures were performed on
representalive samples prior 10 transtusion. Alloimmunization was tested 2
weeks post-transfusion by anti-HEL 1gG ELISA using titraled sera. Results:
In 5 of 6 independent experiments {n = 62 imice), fransfused aged RBCs
were 10-100 fold more immunogenic than fresh RBCs as determined by
HEL specific ELISA (p < 0.05 by 2 way ANOVA with Bonferroni posttest).
This increase in immunogenicity was also seen with LR RBCs: in 3 ¢l 4
experiments (n = 42 mice), aged LA RBCs were more imrhunogenic than
Iresh LR RBCs (p < 0.001). In 2 of 2 experiments {n = 20 mice), aged RBCs
washed 3 times in saline led 1o similar levels of alioimmunization as did
unwashed aged RBCs. Gram's stain and culture of 7 of § representative
units was negative. The calculated 24 hour post-transfusion survival for
fresh, aged, and aged LR blood was 100%, 38,7% (95% CI 31.8-45.6), and
43.9% (95% CI 35.9-51.9). In 4 of § experimeiis, HEL and Fyb expression
on aged RBCs was identical to that of fresh RBCs. Conclusions; Transfu-
sion of LR and non-LR transgenic HOD RBCs, stored tor 14 days in condi-
" tions similar to 1hose used in human blood banking, induce highet levels of
alloimmunization than freshly coliected and transfused ABCs. This cannot
be explained sclély by the presence of contaminating WBCs or bacteria. In
addition, because washed RBCs are as immunogenic as unwashed RBCs,
the RBCs themseltves may be responsible tor the increased immunogenicity.
Although the 24 hour post-transtusion survival is below the -average for
human RBCs, this study is a proot of principle testing of the effect of aging
on RBC afloimmunization. The reproducibility of these findings in other RBC
antigen syslems, as well as the polential transiationat applicability, remains
to be determined.
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Crossmatch Incompatible RBCs Have an Intrinsic Range of
Susceptibility to Hemolysis

J 8 Liepkains® (jslhepk@ emory.edu), J C Zimring', 'Center for Transiusion
and Cellular Therapies, Emory University School of Medicine, Atlania, GA,
usa

Background: During crossmatch incompatible transtusions, clinically sig-
niticant anlibodies can lead 1o brisk hemolysis. However, for some blood
group anligens, antibodies are hemolytic in certain patients but nol in others,
The:reason for this variability is poorly understood. Using a mouse model
ol crossmalch incompatible transfusion involving human glycophorin A
(hGPA) as an RBC antigen, we have previously observed that some hGPA
ABCs clear but others continus to circulate despite being coated with igG.
We have also reporied that the mechanism of resistance was neither anti-
body depletion nor saturation of the reticuloendothelial system. To turther
characterize heinolysis resistance, we tested whether resistance is an
acquired or intrinsic propeity of the RBC. Methods: Incampatible hGPA

Dil and DIO, respectively. Mixlures of lhe labeled RBCs were transfused inlo
wild-type recipients {transtusion 1) that had been passively immunized with
a monoclonal antibody against hGPA (6A7), Two days post transfusion,
RBCs were collected and were mixed with freshly isclated hGPA RBCs
labeled in a thitd color (DiD). This mixture was then transfused into naive
mice {transfusion 2). which were likewise passively immunized with 6A7, In
all cases, RBC survival was determined through enumeraling each popula-
tion by flow cytometry, Ciearance in transfusion 1 was determined by cal-
cutating survival of hGPA RBCs as a function of compalible wild-type RBCs.
Hemolysis resistance was defined during transtusion 2 as decreased clear-
ance of hGPA RBCs from transfusion 1 compared 1o clearance of fresh
hGPA RBCs. Titrations of 6A7 were pedormed in transfusions 1 and 2.
Results: In transfusion 1, NGPA RBCs showed initial rapid clearance pro-
portional to the amount of BA? injected. In all cases, the surviving hGPA
RBCs were 30-100% resistant lo clearance in transtusion 2 when exposed
to the same concentration of 6A7 &s in transfusion 1. However, it an
increased concentration of 6A7 was used in transfusion 2, then resistance

lo clearance was less (range 20-60%). Conclusion: The observation that -

hGPA RBCs are resistant 1o clearance by the same concentralion of A7 in
transfusion 2 as in transtusion 1, but are Jess resistant o increased antounts
of A7 in transfusion 2, suggest that RBCs have a range of susceptibifity to
clearance as a function of antibody concentration. The mechanism ol dif-
terential susceplibility to clearance is uncertain, but may include ABC age
or antigen density. ,
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Dengue Viremia in Donations from Puerto Rico During (he 2007
Dengue Qutbreak

S L Stramer' (sttamets @ usa.redcross.org), J M Linnen?, J M Carrick?,

D Krysztof', K D McMitin®, A'De Vera®, E A Hunsperger®, J L Munor®,

R Y Dodd’, 'Scientitic Support Olfice, American Red Cross, Gaithersburg,
MD, UUSA: *Gen-Prabe, Inc., San Diego, CA, USA; ‘Biomedica! Services —
Alabama, American Red Cross, Birrningham, AL, USA; ‘Biomedical
Services. ~ Pueno-Rico, American Red Cross, San"Juan, PR, USA;
*Centers for Disease Contiol (CDC), San Jaun, PR, USA, *Halland
Laboratory, American Red Cross. Rockvilie, MD, USA

Background: Dengue virus is the most important arbovirus In the world; its
range is expanding. Like WNV, dengue is transmitted naturally by the bite
of"an infected mosquito but also js translusion lransmitted. Data from 2005
in Puerto Rico (PR}, a dengue-endemic area, demonstrated a rate of donor
viremia of 1:1300 during the latter halt of the 2005 epicemic seasan. in 2007,
a much larger dengue outbreak occurred in PR from which samples from
donors during the epidemic period were retained for testing to further confirm
donor viremia rates and for recipient ‘tracing of components from positive
conations. Methods: Samples were retained in a.repository -and spiit intc
two sets for viremia studies: those units exporled and transfused in the
continental US and those transtused in PR, Samples were lested individually
by a research transcription medialed amplitication assay {TMA, Gen-Probe).
Initially reactive’ {IR) sampies were retesied by the original TMA and an
allernate TMA (alt TMA used for the units translused in PR only) without
dilution and at a 1:16 dilution 1o model pooting. All TMA-repeat reactive (RR)
samples were considered confirmed. Additional virologic/infectivity and sero-
logic lesting was performed at the CDC dengue branch in PR including PCR
to define the dengue seralype and viral load, mosquito cell culture and IgM
{esting. Hospitals rfeceiving camponents from RR donations were conlacted
to inittate recipient tracing including a detailed questionnaire about symploms
and risk tactors. The study was IRB approved. Results: A total of 15,350
samples-were tested with 28 IR and 25 RR samples considered confimmed
posilive (pos) for a prevalence of 1:614 consisting of 12 dengue-pos dona-
tions exported from PR into the continental US (1:533) and’13 pos donations
that remained in PR (1:689). Specificity was 99.98%. A 1:16 dilution detected
14/25 {56%) RR donations. Further supplemental testing (COC) demon-
strated dengue virus serotypes 1, 2 and 3 (corresponding to those circulal-
ing in PR); 11/25 {44%) samples had RNA titers of 10°5-10°9 copies/mL of
which all 11 also infected C636 mosquiito cell cultures. 9/11 (82%) PCR-pos
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samples were delected at a 1:16 dilution, 6/22 (27%) samples tested for IgM
were pos, only 2 of which had quantifiable virus (1076 and 1028) with 1
detected at a 1:16 gilution. Of the 4 remaining lgM pos samples, only 1 was
pos ata 1:16 dilution {low level pos) for a total of 2 IgM-pos samples detected
when diluted. Recipient fracing in the continental US and PR is underway.
Canclusions: Like the prior study identitying dengue viremic donations' in
PR, this study demonstrales a high frequency of viremia during dengue-
epidemic periods with nearly half of the RNA-pos donations lacking IgM,
having high-liter virernia and infeclious in celi culiure. Screening of donors
should be considered during dengue-epidemic periods.
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Highly Sensitive and Equivalent Detection of Dengue Virus Serotypes
1, 2,3, and 4 with an Enhanced Transcription-Mediated Amplification
Assay

J M Carrick' (jamesca® gen-probe.com), J Knight', C Lontoc-Bugay',

C Motta', J B Wellbaun', C Fleischer', J L Mufior®, § L Stramer?,

J M Linnen'. 'Gen-Probe-Incomorated, San Diego, CA, USA; *American
Red Cross, Gaithersburg, MD, USA; *Cerniters for Disease Fonlm/and
Prevention, San Juan, PR, USA

Background: Based on WHO estimales, the incidence of dengue has
grown dramarxca(ly around (he world in recent decades and is now consid-
ered to be a major international public health concern. To investigate the
risk of dengue virus {DENV) transtusion transmission, we developed a
prolotype nucleic acid test (NAT) based on Transcription-Mediated Amplica-
tion (TMA) that was used to show the feasibility of detecting DENV RNA in
asymptomalic bloed donors from Honduras, Brazil, and Puerto Rico and in

clinicalty ill patients from Puerto Rico. Qur previous results demonstrated -

the importance of detecting all 4 DENV serotypes at low copy fevels with
equivalent sensitivity. Recently, we developed an improved TMA Assay with
increased sensitivity for each of the 4 serotypes. Methods; The enhanced
TMA assay uses the same technology as other PROCLEIX® assays, con-
sisting of lysis and larget caplure of viral RNA followed by TMA and chemi-
luminescent detection by Hybridization Protection Assay (HPA). Anatytical
sensitivily for serotypes 1, 2, 3, and 4 wers determined by probit analysis
ot results from lesting serially diluted live DENV and DENV ANA transcripts,
Live DENV was obtained from the Division of Véctor-Barne Infectious Dis-
eases, Centers for Disease Control and Prevention, Fort Collins, CO. Assay
specilicity was delermined by testing 988 US blood donor specimers and
8,680 donor specimens from Pueno Rico that were screened previously with
the eatlier version of the TMA assay. Provious screening of these specimens
yielded 14 positive results. Samples were tested of the fully automated
PROCLEIX® TIGRIS® System. Resulls: The enhanced dengue assay
showed 85% detection at 14.9, 18.3, 13.0, and 16.4 copies/mi of DENV 1,
DENV 2, DENV 3, and DENV 4, respeclively. Analylical sensitivities for each
of the tour serolypes were detefmined 1o be not statistically different. There
were 1o reactive samples among the US donations. The improved assay
was able lo detect all 14 positive donations identified by the original assay
in the Puerto Rican donations; an additional 7 reactive samples were iden-
lilied with the improved assay, of which 4 were repeat reaclive. The overatl
assay specificity tfrom lesting the US and Puerlo Rican donations’ was
99.97% (95% Cl: 99.91-99.99). Concluslons: Using the improved dengue
TMA assay we demanstrated reliable detection of all 4 serotypes of DENV
below 20 copies/mL while maintaing high clinical specificity. The analytical
and clinical sensitivity results from this study indicate that the improved
dengue assay has the potential to idenlity a.larger number of low viral load
DENV infections in both blood screening and diagnostic applications.
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Carrelation between Yield of WNV NAT Screening of North Dakota
Oonors Qver 6 Epidemic Seasons with WNV Seroprevalence at the
End of 2008

M P Busch' (mbusch@ bloodsystems.org), V Winkelman?,

J Dunin Williams?, H € Prince’, C Yeh?®, B Cusler', L R Petersen’. 'Blood
Systems Research Institute; & Univ California, San Francisco, San
Francisco, CA, USA; “Blood Systems Laboratory, Tempe, AZ, USA:
YFocus Diagnostics, Cypress, CA, USA; “DVBID, Centers for Disease
Cantral & Prevention, Fi Coflins, CO, USA

Background: MP-NAT for WNV was implernented in 2003, with progressive
enhancement in screening sensitivily over the next B years by using targeted
ID-NAT in epidemic areas with increasingly stringent trigger criteria. jn our
system, North Dakota (NO) has had the highest overall rate of WNV+ dona-" ;
tions. Seasonal yield has fluctuated, but remained beiow Ihe 2003 peak
yield. This lower yield may be partly attributable to prior WNV infections in
the population, leading to population immunity, This cross-sectional study
determined WNV antibody seroprevalence after the 2008 transmission
season, and correlated this seroprevalence with annual NAT wyield rates in
the state. Methods: 5000 samples from ND blood donations were archived
{ram late Oct-Dec 2008, >1 month alter the las! NAT yield donation and tast
WNV case report in ND. Samples from donors resident in ND were selected
and tested for WNV igG; IgG-positive donations were further tested for WNV
igh to identity recent infections (Focus Diagnostics). NAT yield cases (con-
firmed by replicate NAT/serology on index denation and/or tollow-up samples)
from NO donors were compiled by year, and turther sorted Into those detect-
able by MP-NAT (based on MP-NAT delection, of reaclivily at 1:16 dilution
il detected by I0-NAT) vs those detectable only by ID-NAT. Annual incidence
was projected based on annual MP-NAT yield and a 6.9-day MP-NAT yield
window period (Busch et al, EID, 2005). Results: Of 3594 donations by ND
donors from Oct-Dec 2008 tested for 1gG, 296 (8.2%:; 85%C1 7,3-9.1) were
positive for WNV [gG; of these 26 (8.8%} confirmed posuive for WNV.igM.
The yield of WNV MP-detectable (MP-NAT+) and !D-only detectable (iD-
NAT+} donations, and the projected WNV incidencefyear, are shown in the
lable. Conclusions: The proportion of ND residents previously exposed to
WNV, based on donor IgG seropositivity in lale 2008, is currently B.2%. Thus
the general decline in WNV NAT yield in the past 6 years is not atlributatle
to human population Immunity, but rather likety due to ecological tactors
inftuencing WNV transmission to humans. The B.8% rate of IgM detection
among IgG+ donations is consistent with the propontionate yield of infections
in 2008 (7/124, 5.6%), with some contribution of persistent igM trom 2007
infections. Cumulative annual incidence prajected from annual MP-NAT yield
cases correlaled reasonably well with observed IgG seraprevalence, sug-
gesting that cumulative MP-NAT yield data from other areas can be used
to project WNV infeclion rates throughout tHe US,
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Year Donatians Tolal NAT+ MP-NAT+ (D-NAT+ Incidence
2003 66,109 82 42 20 3.3%
2004 67,117 1 1 ¢ 0.1% -
2008 68150 10 S 5 0.4%
2006 6¢.652 16 6 10 0.5%
2007 73,640 2% 12 16 0.9%

2008 78,306 7. 5 2 | 04%
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Babesiosis (continued from page 4)

The three forthcoming studies aim at shedding light on the epidemiology of the babesiosis. In one study,
led by Stephanie T. Johnson, MT (ASCP), MPH, who is with the ARC branch in Farmington, Conn.,
scientists tested blood donated at selected drives in Connecticut and Massachusetts from 2000 to 2007 for
the presence of immunoglobulin (Ig)G antibodies to Babesia microti. Using an immunofluorescence as-
say (IFA), they found the antibodies in blood donated in all eight counties in Connecticut and three
counties in Massachusetts. They also found it in blood donated not just during the season peak for the tick
that causes the virus — from July through September ~ but also during the rest of the year.

Although the results of this study helped them identify particular areas and times of the year when the
likelihood of Babesia microfi in blood is highest, they also made clear that the threat extended beyond
certain areas and months, which led the scientists to conclude that year-round, regional testing may be
necessary to fully safeguard the biood supply from the transmission of the disease.

Scientists in Rhode Island reached a similar conclusion when they carried out a retrospective study in
which they analyzed babesiosis cases that were reported to the Department of Health in that state from
1999 to 2007. Led by Leonard Mennel, DO, an infectioys disease specialist and the director of infection
control for the Rhode Island Hospital, this team identified 21 cases of TTB in the nine years they studicd.

Their analysis of information about where donors lived and when they donated reinforced the finding in
Johnson’s study that some people with babesiosis lived in areas without high tick populations and had
merely traveled to an area where babesiosis is more common. Drawing also on other studies that show
that the virus can survive for extended periods in blood bank conditions, including refrigeration up to 35
days, these researchers conclude that TTB is possible any time of year and in any location. Their study
also revealed a troubling rise in cases of TTB: from 1999 to 2007, 326,081 units of red blood cells were
transfused, according to the Rhode Island Blood Center. The 21 cases of TTB during that period give an
incidence rate for TTB of just more than 1 in 15,000 transfusions. However, by the last three years stud-
icd, that rate had risen to 1 in 9,000 units transfused. .

To determine the characterstics of infected donors and recipients, the third team of researchers — led by
Laura Tonnctti, PhD, a scientist with the ARC’s Transmissible Discases Department, Jerome H. Holland
Laboratory, in Rockville, Md. - analyzed cases of suspected TTB that were rcported to ARC’s Hemovigi-
lance Program from 2005 to 2007.

They carricd out follow-up testing of previously collected blood donations, by IFA, Western blot, and/or
real-time polymerase chain reaction (PCR) analysis. They found 18 definite or probable Babesia microfi
infections among transfusion recipients. Five of those recipients died. Of the 18 cases, two recipients had
sickle cell discase and four were asplenic; 13 were between the ages of 61 and 84 and two were 2 years
old or younger. The researchers concluded that TTB “can be a significant cause of transfusion-related
morbidity and mortality,” particularly when transfusion recipients were elderly, very young, or asplenic.
Like the rescarchers in Rhode Island, these scientists also found that TTB stemmed both from donors who
lived in areas where the discase is endemic as well as those who had merely traveled to those areas. They
also found that IFA testing was more effective than PCR analysis: the formed 1dentlﬁed all 18 donors,
while the latter identified only one.

What Should Be Done? The conclusions of these studies — that babesiosis can occur anywhere at any
time, that the number of TTB cases is rising, and that TTB can lead to serious complications. from transfu-
sions, including death — gave new data to support ARC proposals for testing donated blood for evidence
of infection, which Dr. Tonneti discussed in a presentation at the recent AABB Meeting.

(continued on'page 6)
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Babesiosis (continued from page 3)

The first proposal is to establish testing donated blood in Connecticut by IFA. ARC’s recommendations
include year-round IFA testing under investigational new drug regulations. Only whole-blood donations
would be tested. Donors associated with positive results would be deferred, and their donations would be
discarded. Testing could be done throughout the state or only in highly endemic areas. The latter ap-
proach would be less expensive, but it may only identify one-third of at-risk donors, so ARC favors
testing across the state.

Depending on the results of that project, said Dr. Tonnetti, ARC would like to expand the area to include
Rhode Island, Massachusetts, New York, New Jersey, Minnesota, and Wisconsin. Connecticut was cho-
scn as the starting point, she explained in a phone call, because earlier studies had found a number of
endemic areas in the state, But she cmphésized that expanding the testing to other states would be impor-
tant, given that babesiosis and TTB can spread so casily. No timeline has becn set for testing under cither
proposal.

Citations. Asad S, et al. Transfusion-transmitted ‘babesiosis in Rliode Island. Transfusion. 2009 Sep 16
[cpub ahcad of pnint]; Johnson ST, ef al. Scroprevalence of Babesia microti in blood donors from Babe-
sia-endemic areas of the northeastern United States: 2000 through 2007, Transfusion 2009 Oct. 10 [epub
ahead of print}; Tonnetti 1, e/ al. Transfusion-transmitted Babesia microti identified through hemovigi-
lance. Transfusion. 2009 Jul 16 {epub ahead of print] é

FDA Finalizes Guidance on Testing Donated Blood for West Nile Virus

The Food and Drug Administration has finalized its guidance for blood centers on how they should test
donations of whole blood and blood products for West Nile Virus (WNV). This guidance replaces the
draft guidance dated April 28, 2008, and it takes into account a number of the comments FDA received
from America’s Blood Centers (ABC) and other sources. |

While the draft guidance included recommendations for screening cells, tissues, and cellular-based prod-
ucts, the final guidance covers only donations of whole blood and blood products. Key recommendations
are that blood centers should test whole blood and blood products for WNV year-round; that they may
use.minipool tests when there is not high WNV activity in their area; that each center may establish its
own criteria for high WNV activity; that centers switch to individual testing as soon as possible, but not
later than 48 hours, after high WNV activity is found in‘their area; and that if a minipoo} tcsts as reactive
for WNV, each unit in that minipool should be tested with an individual test. It also recommended that,
for individual units that test positive, additional testing “may be of value in donor counseling.”

Background. It has been known since 2002 that donors who were infected with WNV could be viremic
but not have any symptoms; it has also been known that the virus could be transmitted through bicod
transfusions and organ transplantation. FDA began studies the following year aimed at evaluating nucleic
acid tests (NAT) for detecting WNV, and it has approved biologics license applications for two NAT
since 2003, Both tests are uséd for.individual donor samples, and for minipools of samples taken from
either 6 or 16 donations.

Studies have found that the individual test (ID-NAT) has greater sensitivity than the minipoo) test (MP- -

NAT), and that, in fact, up 10 25 percent of viremic units were not detected by the MP-NAT. However, it
1s not feasible or practical to test every unit individually, because of limited availability of the tests and
personnel and logistical issues. This guidance, then, is meant to clarify when blood centers should use 1D-
NAT and when they may use MP-NAT.

(continued on page 7)
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