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hgure 1. West Nile virus (WNV} neutralization fiters of US plasma-

derived immune globulin intravenous (humany (IGIV} lots by year of -
- production and estimated percentage of the US population with past
- . WNV infection by year. WINV neutralization titers were détermined

either for retention or lot release samples of 3 IGIV products -

. producéd during 1998-2005 or for a considerable proportion of

Gammagard Liquid/KIOVIG lots produced during . 2006-2008.

.Results are shown as mean + SEM {Jimit of détection <0.8) by year
-of product retease. For 5% of IGIV samples, fiters were multiplied -
.by 2 for comparison with the 10% IGIV samples at equivalent
immunaglabulin ‘cancentrations. The percentage of the US danor -
population with past WNV infection was calculated from the number -
- of neuroirivasive cases reported per year and the estimated ratio of

neuromvaswe cases 10 total cases of WNV mfed:on. .

o US_:plasﬁaé-.déri_Vcd IGIV lots released during 2008
showed varjable WNV neutralization titers ranging from
2.8 to 69.8;'mean & SEM titer was 21 = }'(n = 256) (Fig-

' _'ure 2) Compared with titers shown to be pratective in‘an”

animal model of WNV infection (eqmvaicnt to >21 by the
current assay) (2), ~40% of the-2008 IGIV lots’ had higher

- titers.-

Plasma obtamed from persons wnh NATwconﬁrmedi..

E ,WNV infection’ ‘had even higher titers; mean £ SEM. titer.
was 208 +.40 for 30 persons available. for testing. When

" results were. cotrected for thé imriunoglobulin (Ig) G con-,

centration in plasma (=1%), compared with the 10%1GIV

Conclusmns :
" The most comprehenswe collatlon of mfom}atmn

about the incidence of WNV infection if the- United States‘_
_ is -available from ArboNET. When that information is

" combined with irifformition obtained from the nationwide = .
.. screening of the blood supply for- WNV RNA by NAT. -

. (1,4,5), the current ‘prevalence of past WNV in the US pap :

ulat:on is estimated-to be ~1%.

" Busch et al. has noted that- Iarge—écale “cominunity-,
' based serologlc surveys.are hardly feasible because of their
.. expenise and because WNV ELISA assays are poss&bly bi-

ased by cross-reactmns ‘with other ﬂa\nvaruses (). Never~

.Eniefgin'é-ln'fecﬁ?us.oiséaégs --ngw.o;idgovfeid_-'Vo:.gs_, No. 10, October 2009 o

'-preparatlons the mean neutralization titer of the plasma .
‘ samples was =100 higher lhan that of the IGIV lots tested
(2,080vs.21 ) :

:- . theless, 7 seroepldemmlogxc studws have been performed:_’

West Nile Virus Infection, United States

(6—12)..'Cumulati'vel.y, 5,503 perhsons were tested for WNV

infection by ELISA,-and the results have shown highly di- .~

vergent seroprevalence rates ranging between 1 9% (6) and :
- 14.0% (10). .

The use of IGIV lots, each representmg the serostatus
of several thousand donors in 1 sample, makes seroepi-

’ demloiogy practical {13) because it allows a large donor

population to be surveyed by analyzing comparably few

samples. The use of a more complex yet functional virus -

neutralization assay minimizes concemns about cross-reac-

tivity with flaviviruses of other serocomplexes (e.g., _den- '

. gue virus) that occasionally circulate in the US popu]atlon '
Also, epidemiclogic considerations render mterference by -

St Louls encephalitis virus, a flavivirus within thesamie se- -

rocomplex; highly urrhkely (2). The specificity of the neu- )

tralization assay was confirmed- by testing IGIV lots manu-

factured from European-denved plasma against tick-borne .r

encephalitis virus, 4 flavivirus closely related to WNV.and

circulating in Europe. Although these lots contained high

neutralization titers against tick-borme encephalitis virus,

~only I of 20 had a detectable neutral:zatmn titer of 5 agamst'

WNYV (unpub. data).

. In this study, we determmed that the mean titer of .
"samples obtained during 2003-2008 from persons with a-

"conﬁrmed diagnosis of WNYV infection was 100% higher.

“ than the mean titers of IGIV lots. praduced in 2008. This: =~

“'determination. provides an mdepcndent experiméntal mea- : R
sure of the frequency of past WNV-infection in the gen- . .-~
cral US population, -as refected by the plasma/blood donor

'

-‘commumty, and the results correlate well with resoits of .
-previously pubhshed theoretical exlrapolatmns (7}, whlch S

estimated that 1% of the, populauon has already been m- .

fected with WNV..

The increasing Jevels of WNV neutrahzmg antibod-
1ies m IGIV lots from us plasma and Ihc part:cularly high -
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- Figure 2. West Nile virus (WNV) neutralization hy US ptasma

derived-immung globulin intravenous (human) {IGIV) released in

_ccmfirmed by nucleic acid testing,, WNV. rieutralization titers ‘are

shown as the mean. SEM (I‘mlt of detection <08 for’ undliuted. "

lGle and <7.7-for predlluied sera) NT,, 50% neulrahzat:on tater

tess
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DISPATCHES

titers in donors who have had a WNV infection suggest
the possibility of preparing IGIV products with sufficiently

" high titers to be useful for WNV prophylaxrs or treatment. -

Several engoing or imininent WNV vaccine clinica) trials

stress ihe practical value of 2n independent confirmation of l

extrapolations that estimate the percentage of the US popu-~
lation with past WNV infection. Knowing the percentage
of -preexisting WNV seroprevalence as well as estimates
of the mostly asymptomatic incidence rates (74) can be of
" vital itnportance in designing vaccine trials. - .
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Guidance for Industry

Use of Nucleic Acid Tests to Reduce thie Risk of
Transmission of West Nile Virus from Donors of
Whole Blood and Blood Components Intended

~ for Transfusion

Addltlonal copies of this guldance are avalIabIe from the Ofﬁce of Communication, Outreach ;
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 from the Intemnet at A

. http:/fwww_fda. gov/B10loglcsB1oodVaccmes/Gu:danceCompllanceRegu]atoryInformanon/
default.h{m _ .

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

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

Center for Blologlcs Evaluation and Research

Novem ber 2009
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Contains Non‘binding Recofnmendations

Guidance for Industi‘y
Use of Nucleic Acid Tests to Reduee the Risk of Transinission of
West Nile Virus from Donors of Whole Blood and Blood
Components Intended for Transfusmn

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 fo 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 apprapriate FDA staff,
call the appropnate number listed on the title page of this guzdance

"I.  INTRODUCTION

We, FDA, are issuing this guidance to provide you' with recommendations for testing donations
of Whole Blood and blood components for West Nile Virus (WNV) using an FDA-licensed
donor screening assay We believe that the use of a licensed oucleic acid test (NAT) will

- reduce the risk of transmission of WNV, and therefore recommend that you use a licensed NAT
-+ to screen donors of Whole Blood and blood components intended for transfusmn for mfectlon
- with WNV. :

: ‘Tlr'le recommendations in section III of this guidance apply to 511 dohatloné of Whole Blood (as
defined in T1tle 21 Code of Federal Regulatlons (CFR) 640. 1) and blood components for
. transﬁ131on

FDA’S guidance documents, including this guidance, do not establish legally enforceable

responslbllltles Instead, guidances describe FDA’s current thinking on a topic and should be

" viewed-only as recormendations, 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 requlred

1 BACKGR(_)U"ND ‘ N

" WNV first appeared in the United States in 1999, and has become endemic with high viral.
activity during the warm months of the year. WNV is a mosquito-borne agent that is maintained

! This guidance is mtended for estabhshments that collect Whole Blood and blood components intended for
transfusion.

% This guidance fi naIlzes the recommendations for donauons of Whole Blood and blood components in the draft
. guidance titled, Gu:da\nce for Industry: Use of Nucleic Acid Tests to Reduce the Risk of Transmission of West Nile
Virus from Donors of Whole Bloodand Blood Components Intended for Transfusion and Donors of Human Cells,
Tissues, and Celfular and Tissue-Based Products (HCT/Ps), dated April 2008 (April 28 2008, 73 FR 22958).

* This guidance does not apply to Source Plasma or plasma derivatives. ) A
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in nature primarily bétween birds and mosquitoes but can also infect other animals, including
humans. The potential for WNV transmission by blood transfusion during the acute phase of
infection, when infected individuals are viremic and asymptomatic, was first recognized in 2002 -
(Ref. 1). At that time, test kit manufacturers and blood organizations, with input from the Public -
. Health Service (National Institutes of Health, FDA, and Centers for Disease Control and
Prevention (CDC)), actively pursued development of NAT systems for WNV. Retrospective
studies have subsequently confirmed human-te-human transmission of WNV by blood
transfusion and by organ transplantation (Refs. 2, 3). )
Nationwide clinical studies to evaluate a NAT for the detection of WNV were initiated in 2003, -
under FDA’s Investigational New Drug Application (IND) regulations (21 CFR Part 312). Such
. large-scale studies were necessary to help ensure blood safety and to determine the efficacy of
investigational assays to prevent the transmission of WNV through blood transfusion, because at
that time there was no FDA-licensed screening assay available to detebt WNV infection.

Since 2005, FDA has approved biologics license apphcatlons for two NAT assays for detectmg
WNYV ribonucleic acid (RNA) using plasma specimens from human donors of blood. The assays
are intended for use in testing individual donor samples and in testing pools of human plasma
‘comprised of'equal aliquots of not more than either 6 or 16 individual donations (mmlpools) of
whole blood and blood components, depending on the manufacturer

. As explained below in s_ection 111, if the result of a licensed minipool NAT (MP-NA-T) is
reactive, and subséquent testing of the individual donation(s) (ID-NAT) comprising the tested
minipool is reactive, then FDA would recommend treatmg the reactive unit(s) as-though they are
ﬂfeCth‘uS

Evaluation of additional testing performed on specimens that were reactive on screening by ID-
NAT has shown that a repeat ID-NAT on index donation specimens (i.e., the same or an
independent specimen from the index donation, which is the donation for which the test result -
was reactive), using either the same screening assay or ah equally sensitive alternate NAT,
- together with a test result for antibody to WNV, has a positive predictive value of 98% (Ref.-4).

Data show that up to 10% of donors who have a reactive ID-NAT that fails to be reactive on
repeat testing by ID-NAT actually are infected, based on the presence of antibodies to-WNV
either in the index donation (ca. 8%) oron'a foﬂow-up test (ca. 2%) (Ref. 4). Therefore,
“additional testing that would include repeat testing by ID-NAT along with testing for antibody to.
WNV may be of value in donor counselmg

A. ~ Whole Biood and Blood Components

In 2002, there were 23 conﬁrmed ‘cases of WNYV trarismission by blood or blood components:
(Ref. 3). Only six transmissions of WNV by transfusion were documented in 2003 (Ref. 5)

- following nationwide implementation of screening for WNV by MP-NAT under an IND in July
. -2003. Retrospective studies using ID-NAT to test MP-NAT non-reactive specimens collected

. during that season identified additional reactive donations and indicated that up to 25% of

- Viremic units were not detected by MP-NAT, presumably dug to low viral load (Ref. 6). Results
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of thes.c studies show that for detecting WNV, ID-NAT has greater sensifivity than MP-NAT.

As a result, ID-NAT may identify reactive donations not detected by MP-NAT. However,
limitations in reagent availability, and personnel and logistical issues related to blood donor
screening may not allow full implementation of ID-NAT. During the development and
implementation of the ID-NAT test under IND, MP-NAT of plasma samples (pools of 6 or 16
samples), rather than ID-NAT, was the only feasible format for performing the test. In addition,
testing using the MP-NAT format was similar to the assay platforms being used for human

immunodeficiency virus type 1 (HIV-1) NAT and hepatitis C virus (HHCV) NAT at that time. As . .

reagent availability increases, technology advances, and personnel and logistical issues related to
" blood donor screening diminish, year-round ID-NAT testing of all donations of blood and blood
.components, using a hcensed NAT, may become feasible and practlcal

Although yeap—rouhd ID-NAT testing of all blood and blood components may not be currently
feasible, we believe that using ID-NAT instead of MP-NAT on a limited basis during periods of
high WNYV activity to maximize the benefit to the public health is more. practicable.” Statistical

- analyses were performed on the data from the retrospective studies described above to establish

criteria for defining high WN'V activity in a particular geographic region (Ref. 7). These criteria
were used as a “trigger” for ID-NAT implementation and for reversion to MP-NAT testing when
the high WNV activity in that region subsided. Since 2004, ID-NAT screening replaced MP- -
NAT screening in those geographic regions of high WNV activity during epidemic periods -
(Refs 7, 8) when a threshold was reached. The threshold was usually based on the number of -

- MP-NAT-reactive screening test results obtained during a one-week interval or on a cumulative

rate for ID-NAT reactive.screening test results in a particular region (Ref. 4).

- Afler selective implgaméntation of ‘II_)'-NAT during epidemic seasons, there were three additional
transmissions of WNV by tran'sﬁlsiqn between 2004 and 2006: one in 2004 and two in 2006. _
The WNV transmissionin.2004 resulted from a donation of red blood cells which tested non- -

" reactive in a MP-NAT assay, but which was subsequently found to be reactive in an ID-NAT

" test. Plasma from the donation retrospectively tested reactive by ID-NAT. However, ID-NAT
had not yet been implemented (Ref. 9). The two WNV transmissions in 2006 resulted from a
non-reactive MP-NAT donation from which red blood cells and fresh frozen plasma were
transfused to two lmmunosuppressed remplents (Ref. 10). Investlgatlon of the 2006 cases "
showed that: 1) there were no established methods of communication linking WNV MP-NAT
- data from multiple collecting and testing facilities serving overlapping or adjacent geographic

_ areas; and 2) if efficient communication mechanisms had been in place, the correspondmg
collection area would have reached the threshold for switching to ID-NAT screening; and the
WNV—contammated components w0uld likely have been detected and removed from the blood

supply (Rcf 4)

-At this ‘nme, there is insufficient data to support recommendation of uniform threshold criteria
for switching from MP-NAT screening to ID-NAT screening. Pending development of suitable
uniform threshold criteria, we consider it appropriate for each blood establishment to define its

own threshold criteria for sw1tch1ng from MP-NAT to ID-NAT screening and for reverting to
MP-NAT screening. Each blood establishment should follow an establishéd standard operating
~ procedure (SOP) for this decision process. Voluntary industry practice of switching from MP-
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NAT to ID-NAT screening during seasonal activity has been usefil in increasing the
effectiveness of the WNV screening process. '

L RECOMMENDATIONS FOR DONATIONS OF WHOLE BLOOD AND BLOOD _
COMPONENTS

Testing donations of Whole Blood and blood components for WNV using NAT involves the use’
of defined pooling and testing systems. We recognize that licensed testing technology in a semi-
automated or fully automated format is not universally available, and that if you are currently
performing NAT for WNV under an IND you would need- time to fully implement a licensed
system with all approved components, including the supporting software cleared as a device. If -
you are therefore using some, but not all, ‘of the licensed or cleared components, you should
. continue your existing IND and report. the use of the licensed assay or the related cleared _ _
_components as an amendment to your existing IND. When you implement all.licenised or cleared
components of the test system, you may withdraw the IND in.accordance with the procedures
* provided in 21 CFR 312.38. o :

A. - Testing, Unit Management, and Donor Managelil'ent

1. We recommend that you screen year-round for WNV using a licensed NAT on
donor samples of Whole Blood and blood components intended for transfusion.
In general, you may use either MP-NAT or ID-NAT for screening (see Figure 1
and Table 1), except that we recommend that you use ID-NAT screening during
. high WNV activity in your region (using a previously defined geographic area).
-See section B. - ’ o

2. If you perform screening using MP-NAT, you tnay release all units whose test
' samples comprise a non-reactive minipool, if those units are otherwise suitable for
‘release. ' : B '
. We recommend that you resolve a NAT-reactive minipool using ID-NAT to test
" each specimen in the minipool in order to identify the unit(s) that led to the .
reactivity of the minipool: Based on the ID-NAT results, we recommend the
following;: ' - ' :

a. You lmay release all ID-NAT non-reactive units if they are otherwise suitable .
for release. ' : o

b. Ionecor more individual donation(s) is (are) reactive, we recommend that you
discard the unit(s), defer the donor(s) for a period of 120 days and retrieve and
* quarantine in-daté products from prior collections dating back 120 days prior .
~ to the dornation that is ID-NAT-reactive. We recommend that you notify the
donor of his or her deferral and counsel the donor. Further testing on the
index donation using the same ID-NAT or an alternate NAT with sensitivity
. equal to or greater than that of the screening assay, in addition to testing the
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specimen using a cleared test for antibodies to WNYV may be of value in donor
counseling. ’ ' : '

Note: .In the event that the NAT screening assay does not discriminate
between WNV and other Flaviviruses that belong to the Japanese
Encephalitis (JE) serogroup (namely, Saint Louis Encephalitis virus,
Japanese Encephalitis virus, Murray Valley Encephalitis virus and
Kunjin virus), the donor should be counseled that. he or she tested
positive for a JE serogroup virus, most likely WNV. Alternatively, the
use of 2 NAT assay that discriminates WNV from other members of
the JE serogroup may be of value in donor counseling.

Note: Antibodies to viruses of the JE Serogroup may cross-react on the test
for antibodies to WNV (Refs. 11, 12). Therefore, reactivity in a WNV
antibody test may not be conclusive for WNV-infection.

3. If you perforin screening using ID-NAT, we recommend that you follow the steps
in 2.a. and 2.b. for testing, unit management, and donor management.

B.  Switching from MP-NAT to ID-NAT
We recommend that you: _

1. Establish and validate criteria that define high WNV activity in your
. geographic area of collection. T y _ -
2. Define a threshold for switching from MP-NAT to ID-NAT screening
" during high WNV activity in your geographic area of collection, and for
: reverting to MP-NAT screening when the high WNV activity in your
. - . geographic atea has subsided. . .
~ 3. Switch from MP-NAT to ID-NAT screening as soon as feasible, but
' within 48 hours of reaching that threshold.
4. Establish and follow an SOP for this decision process.

NOTE: To define the geogiaphic area for which the threshold criteria would ,

- apply, you may consider using the donor’s residential zip code or county, or other’
well-specified region of comparable size that includes the donoi’s residence.
Although exposure to WNV may oceur in any location, itiis reasonable to assume

~ that exposure most likely occurred while the donor was near his or her residence,
"because mosquito activity is, highest at dawn and dusk, times when many donors
are at home. Mechanisms for switching to ID-NAT screening that utilize defined
geographic areas based on residential zip codes, counties, or other comparable-
well-specified regions provide a standardized method for collecting data on-the
number of NAT-reactive donations and the number of donations tested.

" Consideration of other epidemiological data may be useful in defining a threshold
“for switching_ from™MP-NAT to ID-NAT screening, if such datd are available:
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Examples include the number of clinical cases, the number of positive birds or
mosquito pools reported in a particular geographic area, and prior ID-NAT
implementation history.

You should switch from MP-NAT to ID-NAT screening when the WNV case
threshold has been met or exceeded in your defined geographic area. Blood
establishments that share geographic collection areas should consider a
communication plan so that data from overlapping and adjacent collection areas-
may be shared and used to assess WNYV activity in a defined geographic area.
You may use this data to determine whether your deﬁned threshold for sw1tchmg
to ID-NAT screening has been met.

If you are a licensed-blood establishment and are already FDA-approved to
perform infectious disease testing of blood products, you may use at your facility.
a licensed WNV NAT according to the manufacturer’s product insert, and you .
must notify us in your annual report of the testing change in accordance with 21
CFR 601.12(d). Also, if you have already filed 2 supplement to your Biologics -
License Application o use a coniract laboratory to perform infectious disease

" testing of blood products, and the contract laboratory will now perform a NAT for "

WNV, you must report this change in your annual report, in accordance Wlth 21
CFR 601. 12(d)

If you are a licensed blood establishment and you use a new contract laboratory to
performn a NAT for WNV and the laboratory alréady performs infectious disease

 testirig for blood products, then you must report this change to FDA, and may do

so through submission of a “Supplement — Changes Being Effected” in
accordance with 21 CFR 601.12(¢)(1) and (5), also known as changes being
effected immediately _(CBE)__ If your contract laboratory previously has not

- performed infectious disease testing for blood products, then you must subimit this

change in a prior approval supplement (PAS) in accordance with
21 CFR 601. 12(b) ~

Labeling of Whole Blood _and'Blood_ Goﬁponents Intended for Transfusion

- Title 21 CFR 606.122(h) requires that an instruction circular, also kniown as the “Circular

. of Information,” for blood products intended for transfusion inciude the names and
results of all tests performed when necessary for safe and effective use. To comply with . .
21 CFR 606.122(h), upon implementation of a licensed NAT for WNV, both licensed and
unlicensed blood establishments must revise such instruction circular to include the non-
reactive results of a NAT for WNV. If you are a licensed blood establishment, you may
submit this labeling as'a CBE (21 CFR 601. 12(0)( 1) and (5)), provided the rev1510n is
identical to the followmg statement:

wp Lieenscd Nucleic Acid Test {NAT) for West Nile Virus (WNV) RNA has

55



Contains Nonbinding Recommendations

been performed and found to be non-reactive.”

If you are a licensed blood estabhshment and you wish to use a dlfferent statement, then -
you must submit the labelmg change as 2 PAS (21 CFR 601.12(b)). If you are an
unlicensed blood establishment, you must revise the instruction circular under

21 CFR 606.122(h), but-you are not required to submit the revision as a supplement.
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Figure 1. Recommendations on Testing, Unit Management, and Donor Management for
Whole Blood and Blood Components

Test blood dor_lations using a ‘ ' Test Blood donations
licensed MP-NAT for WNV | . _ using a licensed ID-NAT .
for WNV

MP-NAT ]-—— -—»(MP—NAT reactive ]
non-reactive '

A Y - ,—l ID-NAT |
{ Test each specimen in the pool by ID—NAT? - ' non-reactive” | -

Y A . ’ . i r

If suitable, release ID-NAT . - If suitable, release umt
unit(s) for - " non-reactive : for transfusmn

transfuston. unit{s)

¥

[ ID-NAT reactive unit(s)q
Discard unit(s). -
- Defer donor(s) for 120 days.
Notify and counsel the donor(s).*

Retrieve and quaranting in-date products from prior oollections dating
back 120 days.

* Additional testing on the index donation using the same ID-NAT assay or an alternate NAT
of comparable sensumty in addition to a cleared test for ant:bodles to WNV may be of value in
donor counseling. :
Note: In the event that the NAT screenmg assay does not discriminate between WNV and
. other Flaviviruses that belong to the Japanese Enccphahtls (JE) serogroup {namely,
Saint Louis Encephalitis virus, Japanese Encephalitis virus, Murray Valley
Encephalitis virus and Kunjin virus), the donor should be counseled that he or she
tested positive for'a JE serogroup virus, most likely WNV. Alternatively, the use of a
NAT assay that discriminates WNV from other members of the JE serogroup may be
of value in donor counseling. _
~Note: Antibodies to viruses of the JE serogroup may ¢ross-react on the test, for antibodies to
WNV (Refs 11, 12). Therefore, reactivity in a WNV antibody test may not be
concluglve for WNV lnfectlon ,
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Table 1. Recommendations-on Testing, Unit Management and Donor Management for

Whole Blood and Biood Components

MP-NAT

ID-NAT

Actions

Reactive

Reactive unit(s)

Discard the unit(s).

Defer the donor(s) for 120 dajis.

Notify and counsel the dénor(s).*

' collectmns dating back 120 days. ~

Retrieve and quarantine in- date products from pnor

Non-Reactive unit(s)

If suitable, release units for transfusion.

Non—Reactive

Not needed

If suitable, release units for transfusion,

* Additional testing on the index donation using the same ID-NAT assay or an alternate NAT of
comparable sensitivity in addition to a cleared fest for antlbodles to WNV may be of value in

_donor counseling.

~ Note: In the event that the NAT screening assay docs not dlscrlmmate between WNV and
.other Flaviviruses that beIong to the Japanese Encephal;t:s (JE) serogroup (namely,.

Saint Louis Encephalitis virus, Japanese Encephalitis virus, Murray Valley Encephalitis B i

virus and Kunjin virus), the donor should be counseled that he or she tested positive for
* "a JE serogroup virus, most likely WNV. Altematlvely, the use of a NAT assay that '
discriminates WNV from other members of the JE serogroup may be of valué i m donor
. counseling.
Note Antibodies to viruses of the JE serogroup may cross-react on the test for antibodies to
WNV (Refs. 11, 12). Therefore, reactivity.in a WNV antlbody test may not be

concluswe for WNV mfectmn

1V. IMPLEMENTATION

" We recommend that you implement the recommendations in this guidance as soon as feas_ible, :
"-but not later than six months after the guidance issue daie. :
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.CDC: Rare infection passed on by Miss. organ-

donor
By HOLBROOK MCHR (AP) - Dec 18, 2009

JACKS@N Miss, — An extremely rare infection has been passed from an organ donor to at feast
-one recrptent ifn-what is thought to be the ﬁrst human-to-human transfer of the amoeba medical .
- offi cials said Fnday

Four people in three states received organs froma panent who died at the Unlverslty of
Mississippi Medical Centerin November after suffering from neurclogical problems, said Dave
Daigle, a spokesman for the Centers for Disease CuntroIs and Prevention.

Organs are roulinely tested for HIV, hepatitis and other more common infections, but occasuonally' .
. rare ones slip. through :

"We test for the known harmful dlseases, but there's not a test for every single pathogen out
" there,” said Dr. Kenneth Kokko, medical director of kidney transplants at UMMC.,

Two of the recipients are critically ill, but the others haven't shown symptoms, Dalgle said. The
- CDC confirmed the presence of the’ orgamsm known as Balamuthia mandnltans in one of the
rec;lplents : .

Dr. Shiriey Schlessinger, a UMMC doctor and medical darec:tor of the MISSISSlppl Organ Recovery'
Agency, wou}d not say which states had patients receiving the organs.

The publ:c should not be concemed both Schlessmger and Dalgle sazd -

Batamuthia mandnllans is a m:croscoplc parasite found in soil that causes encephalltls in
humans, horses, dogs, sheep and nonhuman primates. Scientists think people getinfected by
breathtng it in,-but it can also pass into the blood through a cut or break in the skin. it can be
especially dangerous to people undergomg organ transplants, whose immune systems are °
purposely-weakened so their bodles don't reject their new organs.

Human infections are very rare: Only about 150 cases have been reported worldwide since the
disease was first identified in 1990. But it can be hard to diagnose because few taboratories test -
for it and many doctors don‘t know about It Some casges are not ldentlf ed until autopsy, )

. -accordmg to the CDC. - LR : )

“The thing we don't want to happen.is for peop[e to take this rare and. extraordmary anomaly and
think it speaks to a lack of safety,” she said. "It's very rare so the likelihood that th:s will happen
" again (IS small) | mean, rt' rarer than rabies." .

There are nsks io transp\ants and doctors can't’ test for everything, but the potential benefits far
_outweigh the risks, she said. = ~

AP Medical Writer Mike Stobbe in Atlanta contnbuted fo thfs report.

On the Net:
n CDC details on Balamuthra mandnlians http it Iy/?stMV

» University of Mississippi Medical Center: hﬂleww.umc.edw

. Copyright © 2010 The Associated Press. All rights reserved. '
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2 Kidney Re01p1ents Contract Bram Disease From Donor

By DENISE GRADY.

- Two transplant, panents are cntlcal]v ill with a rare bram infection that was transmxtted to .

them by kidneys taken from a donor at the Umvermty of M15515s1pp1 Medmal Center in
Jackson, health officials. reported on Friday. ' : :

The same infection probably kllled the ¢ or: gan donor but it was fiof uldg“lOSEd his doctors |
.thought he had an autoimmuné disease. Two other pauents also received heart and liver

transplants from the donor, but neither has become il The tr ansplants took place in
November, in three states A spokeswoman for the university ‘declined to say where the '
rec1p1ents were, emng patlent conﬁdentlahty ' ' '

' 'I'hree weeks after then‘ transplant surtrerles the hdne} rec1p1ents became 111 abmptl}, .

: ,'WIthm hours ofeach other, with seizures, d change in mental status and fever, said Dr.

Eileen Farnon, an epidemiclogist at the Centers for Diséase Control and Preventlon which- -
is investigating the cases. A doctor noted that both weré transplant recipients, and
immediate_ly suspected that the3r might have contracted an illness from t_he donor.

- A :
Subsequent tests of tissue left from the deceased donor found the mfectlon Wthh was also

diagnosed in the patients. The patxents are bemg treated with a mixture of antxmxcroblal

* drugs.

. The infection is caused by an amoeba, Balamuthia mandrillaris, which lives in soil and

water. Only about 70 cases have ever been identified in the United States. Nearlv a]l have
been fatal. The ¢urrent cases are the first to have been found { in transp]ant rec1p1ents
Although infections from transplants are uncommon, there have been cases in which
rec;plents contracted West Nile virus, rabies and other infections.

- ’ ' Copynght 2009 The New York k.Times Comp
. anacy F'o!jcy ! Terms of Service |1 Search | Corections’ I Rsslrr First Logk I‘ He\p ‘ Contact Us- |
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