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Drafi – Not for Implementation

GUIDANCE FOR INDUSTRY:l

CURRENT GOOD MANUFACTURING PRACTICE FOR
BLOOD AND BLOOD COMPONENTS: (1) QUARANTINE

AND DISPOSITION OF PRIOR COLLECTIONS FROM
DONORS WITH REPEATEDLY REACTIVE SCREENING

TESTS FOR HEPATITIS C VIRUS (HCV);
(2) SUPPLEMENTAL TESTING, AND THE NOTIFICATION
OF CONSIGNEES AND TRANSFUSION RECIPIENTS OF

DONOR TEST RESULTS FOR ANTIBODY TO HCV (ANTI-
HCV)

1. INTRODUCTION

This document contains guidance that supersedes the HCV sections of the Food and Drug
Administration(FDA) memorandum of July 19, 1996,entitl~ “Recommendationsfor the
Quarantine and Dispositionof Units from Prior Collectionsfrom Donors with Repeatedly
Reactive Screening Tests for HepatitisB Virus (H13V),Hepatitis C Virus (HCV), and Human T-
Lymphotropic Virus Type I (1-ITLV-1).”Additionally,this guidance replacesFDA’s guidance
issued on September 23, 1998, entitl~ “Guidance for Industry Current Good Manufmturing
Practice for Blood and Blood Components: (1) Quarantine and Disposition of Units tim Prior
Collections from Donors with Repeatedly Reactive ScreeningTests for Hepatitis C Virus
(HCV); (2) Supplemental Testing, and the Notificationof Consignees and Blood Recipients of
Donor Test Results for Antibody to HCV (Anti-HCV).”

As a result of extensive screening and testing procedures and other layers of stiety, the risk of
transmitting infkctionthrough blood transfiion is very low. Despite the best practices of blood
establishments,however, a person may donate blood early in infkctiomduring the period when

‘This guidance has been prepared by the Division of Transfusion Transmitted Diseases in the Center for
Biologics Evaluation and Research (CBER) at the Food and Drug Administration. This guidance represents
FDA’s current thinking on the prior collections from donors testing repeatedly reactive on a subsequent

donation, product quarantine, further testing, and notification of consignees and transfusion recipients. It
does not create or confer any rights for or on any person and does not operate to bind FDA or the public.
An alternative approach maybe used if such approach satisfies the requirements of the applicable statute,
regulations, or both.
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the testable marker is not detectableby a screeningtest but the infectious agent is present in the
donor’sblood (the “window”period). For example, if a donor donates blood on a number of
occasions and each donation tests negative for antibody to HCV, but the donor returns and tests
repeatedly reactive for antibody to HCV at a later date, prior collections from such a donor
would be at increased risk for transmittingHCV. In additio~ a recipient of a translision of
blood or blood components collected during the “window”period would not know that he or she
may have become infkctedwith HCV throughthe transtiion unless notified.

As discussed later in this guidance, chronichepatitisdue to HCV is a major health problem in the
U.S. The infwtion is usuallyclinicallysilentuntil seriousdamagehas been causedto the Iivm,as
a result infkctedpeople usually are unaware of their diseaseuntil such damage has already
occurred. Althoughtransksion-transmitted infectiomaccount for only a very small proportion of
HCV infections,it is possible to identifi and “look back” at prior donations thatmighthave
been collected during the “window” period. FDA is recommendingthat blood establishments
ptiorrn such “lookback” activityand that this activity includequarantineof any affited prior
collectionsthat remain in inventory,fbrthertestingof the repeatedly reactive donor, notificationof
consignees that have received shipments of such blood or blood components, and notification of
transfusion recipients who have received’bloodfrom a donor later determined to be infkctedwith
HCV, if appropriate. These recommendations for HCV “lookbacl? are similar to the existing
regulations for HIV”

In addition to the recommendations that blood establishmentsperform a retrospective review of
testing records when a current donor tests repeatedly reactive for HCV, FDA is recommending
a historicalrecords search to identifi prior collectionsflom donors who had tested repeatedly
reactive for HCV in the past, and were deferred from fi.utherdonations,prior to the publication
of this guidance. This retrospective records seamh should be of historical testing records dating
back indefinitelyto the extent that electronicor other readily retrievablerecords exist. FDA is
recommending this retrospectiverecord search because advances in medical diagnosis and
therapy have created opportunities for diseaseprevention or treatment many years after recipient
exposure to a donor later determined to be at increased risk of transfiion-transmitted disease.
Additionally, methods of record keeping have advanc~ improvingthe abilityof blood
establishmentsto mom easily maintain and retrieve records.

The recommendations in this document are provided to fkther protect the public health by
enabling blood establishmentsto quarantineprior collectionsat increasedrisk of transmitting
HCV, to firther test such donors, and to notify consignees and transfusionrecipients, as
appropriate, so that recipientsmay receive fbrthermedical counseling.

IL BACKGROUND

“Lookback” (product quarantine, fi.uthertesting,and notificationof consignees and transfusion
recipients) related to HBV, HCV and HTLV-I testing has been discussed at open public
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meetings, including meetings of FDA’s Blood Products Advisory Committee (BPAC), on
multiple occasions since October, 1989. As a response to these discussions, FDA provided
detailed guidance in the July 19, 1996,memorandum on the quarantineand dispositionof certain
prior collections of blood and blood components fi-omdonors who subsequently test repeatedly
reactive for hepatitis B surt%ceantigen (HBsAg), antibody to hepatitisB core antigen (anti-HBc),
anti-HCV, or antibody to human T-lymphotropicvirus, type I (anti-HTLV-1). The memorandum
recommended that blood establishmentsnotifi consignees(such as the transfusionservice,
physici~ or fractionator) for the purpose of quarantine and eventual dispositionof products
made from prior collections. At that time, FDA did not recommend notificationof recipients of
blood from donors who subsequently test positive for anti-HCV, because no clear consensus on
the public health benefit of such actionhad emerged.

Improvements in the treatment and management of HCV infectionshave occurred over time, and
significantevidencehas emerged that an individualwho is reactive for anti-HCV in a
supplemental assay (the Chiron RTBAHCV 2.0 Strip Immunoblot Assay or the Chiron RIBA
HCV 3.0 Strip Immunoblot Assay) is likely to have been infected with HCV (l-3). ~OTE:
The Chiron Coloration (Emeryville,CA) RIBA 2.0 and RIBA 3.0 are immunoblot assays
based on recombinant antigensof HCV1.Additionally,it is recognized that prior screen negative
or unscreened collectionsnom donors later found to be reactive for anti-HCV are at increased
risk of transmitting HCV. At public meetings on April 24 and 25, 1997, and August 11 and 12,
1997, the PHS Advisory Committee on Blood Safety and Availabilitydiscussed and
recommended recipient notification related to hepatitis C based on donor screening with a
licensed multiantigen screening test (EIA 2,0 or EIA 3.0) since 1992. Consistent with these
recommendations of the PHS Advisory Committee, on March 20, 1998,FDA issued guidance
regarding such notification for implementationand comment (FederalRegister 63, No. 54,
13675, Docket No. 98D-0143). In response to comments received, FDA issued revised
guidance on September 23, 1998 (October 21, 1998 Federal Register Notice of Availability 63
FR 56198). At public meetings on November 24, 1998 and January 28, 1999, the PHS
Advisory Committee on Blood Stiety and Availabilityreconsideredthe issue of recipient
notification related to repeatedly reactive results on the EIA 1.0 screening test. Consistent with
recommendationsof the PHS Advkmy Committee,FDA is now issuingthe followingcurrent
guidance on HCV “lookback.”

The current guidance addresses “lookback” related to donor screening by EIA 1.0,2.0, and
3.0, and also recommends that the search of records of prior donations from donors with
repeatedly reactive screening tests for HCV extendback indefinitelyto the extent that electronic
or other readily retrievable records exist.



111. RECOMMENDATIONS

1. CURRENT TESTING

A. Quarantine of Prior Collections from Donors Who Subsequently Test

Repeatedly Reactive for Anti-HCV

Whenever a blood or plasma donor tests repeatedly reactive in a licensed screening test for
anti-HCV, blood and plasma establishments(referredto as blood establishmentsthroughout
this document) should identi@and quarantinethe donor’s in-date (screened or unscreened)
prior collections in inventory of Whole Blood and blood components, Source Plasma and
Recovered Plasma. This process to identifi and quarantineprior collections should be
completedwithin the 3 calendar days of obtaining the repeatedly reactive screening test
result and should include only prior collectionsthat have not been pooled or fi.u-ther
processed for manufmturing into plasma derivatives. Blood establishmentsshould identi~
prior collectionsextendingback indefinitelyto the extent that electronicor other readily
retrievable records exist, or to the date 12 months prior to the donor’s most recent negative
licensedmultiantigen screeningtest for anti-HCV,whichever is the lesserperiod. Blood
establishmentsshouI&within 3 calendar days, request consigneesto immediately quarantine
all previously distributedin-dateproducts flom such identifiedprior collectionsextending
back indefinitely or to the date 12 months prior to the donor’s most recent negative test
result using a licensedmultiantigenscreeningt~ whichever is the lesserperiod.

EXCEPTIONS:

1) These recommendationsapply to autologousblood and blood components if
the donor of the repeatedly reaetive autologous collectionmade prior donations
for a.llogeneicuse or if the blood establishmentis involved in a emssover
program in which prior autologouscollectionscould be released for allogeneic
use.

2) FDA is ~t recommending that products that have already been pooled for
fbrtherprocessing be quarantinedbecause the process of ilactionation inactivates
or removes HCV.

3) If a blood establishmentobtains documentationfrom a fiw%onatorthat ail
plasma is pooled within a certaintime perio~ then the blood establishment need
not notifythe consignee if that time period has passed.

4) If additional tests on the repeatedly reactive donation are completed within 3
calendar days, and final test results provide a basis for release of prior collections
as described in section 1.D.(below), then quarantine of the previously collected
blood and blood components is not necessary.
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B. Disposition of Prior CoUections Placed in Quarantine

For donors who test repeatedly reactive for anti-HCV, additional testing on the donor’s
curren~ repeatedly reactive sample may support release of prior collections from quarantine
(see Section 1.D.below). If such testing is not pdormed within 45 days of the repeatcdy
reactive screening test or does not meet procedures established for release of prior
collections flom quarantine, then the quarantinedprior collections should be destroyed or
appropriately labeled (see Section 1.D.below).

C. Supplemental Testing and Notification of Consignees and Transfusion

Recipients

Donors currentlytesting repeatedly reactive for anti-HCV in a licensed screening test should
be lirt.her tested for arIti-HCVusing an appropriatelicensedmukiantigen supplemental test
(see Figure 1). ~OTE: An appropriate supplemental testis one that includesall the
antigens contained in the screening test that was performed.]

If the supplementaltest result is positive,blood establishmentsshould, within 45 calendar
days of the donor’s repeatedly reactive screening tes~ noti& consignees (such as hospitals,
transtiion services, or physicians)of previouslydistributedblood and blood components
about the donor’s current test results (includingsupplementaltesting) aridthat the previously
distributed prior collections are at increasedrisk of transmittingHCV. This notificationof
consignees should be performed so that recipientsmay subsequentlybe notified that they
had been trarkhsed with blood or blood components at increasedrisk of transmittingHCV
(see Section 4). ~OTE: FDA recommends that blood establishmentsnotify the physicians
of autologous donors of the donor’s repeatedly reactive test results and supplemental test
results,when applicable, for the purpose of medical follow-upand counseling.] Previously
distributed prior collections should be destroyed or labeled consistentwith Section 1.D.
(below).

If the supplementaltest result is indeterminateusing RJBA 2.0, blood establishmentsshould,
within 45 calendar days of the donor’s repeatedly reactive screening tes~ noti$ consignees
of previously distributedprior collectionsregarding the donor’s current test results (including
mpplemental testing) and that the previouslydistributedblood and blood components are at
increased risk of transmittingHCV so recipients can be notified Alternatively,the sample
may be tested again according to one of the followingoptions (see Figure 1):

1. Using Chimn’s licensedRIBA 3.0 assay.
(i) If the additional test by RIBA 3.0 is positive,then blood

establishmentsshouldnoti~ consigneesfor the puqwse of recipient
notificationas described above, and so the previously distributedprior



collections can be destroyed or labeled consistentwith Section 1.D.
(below).

(ii) If the test result is ne@ive using the RIBA 3.0 assay, then blood
establishmentsshouldnotifj consigneesso that quarantinedprior
collectionsmay be released. ~OTE: This alternative is based on
current research that indicates absence of PCR reactivity for HCV RNA
in RIBA 2.0 indeterminate/RIBA3.0 negative samples (4).]

(iii)If the test result is indeterminateusing RIBA 3.0, then blood
establishmentsshouldnoti$ consignees,g@for the purpose of recipient
notification,but so that quarantinedprior collectionsmaybe destroyed
or labeled as described in Section 1.D. (below). NOTE: This
alternative is based on current research that indicates infkquent (0,50/0to
4?40)PCR reactivity in RIBA 2.0 indeterrninate/RIBA3.0 indeterminate
samples (4,5).]

2. Using a licensed HCV EIA 3.0 test. ~OTE: Blood establishments should use
thisoptiononly if the original repeatedly reactive screeningtest result was obtained
using an HCV EIA 2.0 test.]

(i) If the additional test result by EIA 3.0 is negative,then blood
establishmentsshould noti~ consigneesso that quarantinedprior
collections may be released. ~OTE: This alternative is based on
current research that indicates absence of PCR reactivity for HCV RNA
in RIBA 2.0 indetemninate/EIA3.0 negative samples (6-9),]

(ii) If the additional test by EM 3.0 is repeatedly reactive, then blood
establishmentsshouldnotify consigneesfor the purpose of nxipient
notificationas described above, and so the previously distributed prior
collectionscan be destroyed or labeled consistent with Section 1.D.
(below). Alternatively,the sample may be tested again using RIBA 3.0.
If the result is positive,then blood establishmentsshould noti&
consignees for the purpose of recipient notification as described above,
and so the previously distributedprior collectionscan be destroyed or
labeledconsistentwith Section 1.D. (below). If the test result is negative
using RIBA 3.0,blood establishmentsshouldnoti$ consignees so that
quarantinedprior collectionsmay be released. If the test result is
indeterminate,blood establishmentsshould noti$ consignees,@ for the
purpose of recipient notificatio~ but so that they may destroy or label
previouslydistributedprior collectionsconsistentwith Section 1.D.
(below). NOTE: Consigneenotificationfor the purpose of recipient
notificationis not recommended due to infkquent PCR positivity(only
1.6%) in HCV EIA 3.0 repeatedly reactiveRI13A 3.0 indeterminate
samples (9).]
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If the supplementaltest result is indeterminateusing RIBA 3.0, blood establishmentsshould
noti~ consignees,~t for the purpose of recipient notificatio~ but so that quarantinedprior
collections may be destroyed or labeled as described in Section 1.D. (below).

If the appropriate supplemental test result is nemtive, blood establishmentsshould noti~
consignees so that quarantinedprior collectionsmaybe released.

D. Release of Prior Collections from Quarantine

Quarantinedprior collectionsmay be released for transfusionor fbrthermanufacture if the
additional test petiormed as recommendedin Section 1.C. (above) is ne@ive.

Within 45 days of the repeatedly reactive screeningte~ blood establishmentsshould noti~
consignees of the results of additional testing, if pdorrn~ for blood and blood components
previously distributed. Consigneesmay then either release products (as described above),
or properly dispose of products (i.e., destruction or labeling as described below), as
appropriate.

FDA recognizes that there may be some limiteduses for quarantined prior collections
that are not suitable for release from quarantine for the product’s original intended

use, Such prior collections should not be used for transfusion or for manufacturing

into injectable products. FDA recommends that these prior collections be destroyed
as a general practice; however, in limited situations,release for research or
manufacture into in-vitro diagnosticreagents may be acceptable. If released for these
uses, the prior collections shouldbe relabeledconsistentwith general labeling
requirements in 21 CFR 606.121 and 21 CFR 640.70. Additionally, the blood or
blood components should be labeled as “Biohazard” and with two caution~
statements, as follows:

“Collected km a donor who subsequently tested positive for anti-HCV. An increased
risk of transmissionof hepatitis C is present”

and either

“Caution For Further ManufacturingInto In Vitro DiagnosticReagents For Which
There Are No Alternative Sources”

or

“For Laboratory Research Use Only”

as appropriate.



E. Procedures and Record Keeping

Blood establishmentsshould follow written procedures to address repeat donors who
haverepeatedly reactive tests foranti-HCV. These procedures should address theneedto
identi&and quarantineprior collections,to noti~ consignees,and to ptiorm additional
testing if releaseof prior collections flum quarantinewill be considered.
Blood establishments are reminded of their requirements under 21 CFR 606,160(d) to
maintain records for five years after blood processinghas been complet@ or 6 months
afler the latestproduct expirationdate, whichever is a later date. When there is no
expiration date, reeords must be retained indefinitely, as required in 21 CFR 606.160(d).
Records required under 21 CFR 606.160 and 21 CFR 606.165 should enable
identificationand quarantineof prior collectionsfrom the same donor, tmcing of the
distributionand disposition(including for transfusionservices,a record of trandhsion) of
prior collections,documentationof the quarantineof products and consignee notificatio~
and disposition of products identified as at increasedrisk based on subsequent testing.

To improve the effectivenessof these activities,blood establishmentsshould maintain
adequate records of the source and disposition of all blood and blood products for at least
10 years from the date of disposition or 6 months after the latest product expiration date,
whichever is the later date, and maintain these reeds in a manner which permits their rapid
retrieval (e.g.,within 5 working days). Blood establishmentsshould also ensure that these
records are transferred to another appropriateentity if the former establishment ceases
operations for any reason.
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2. PREVXOUS TESTING USING EIA 2.0 OR EIA 3.0

A. Review of Records and Quarantine of Prior Collections

For donations of blood and blood components intended for transfusion tested before the
date of implementationof this guidance,blood establishmentsshouldreview available
records of donor testingdating ii-emthe facility’simplementationof a licensedmultianti~en
screening test for anti-HCV (HA 2.0 or EIA 3.0) to identifi repeatedly reactive donations
detected in the past (“historical repeatedly reactive donations”) from donors with a record of
prior donation (i.e., donations prior to the repeatedly reactive collection). The record search
should extend back indefinitelyto the extent that electronicor other readily retrievable
records exist. Blood establishmentsshould, within 3 calendar days of the date of
identificationof the repeatedlyreactive donatio~ identifi and quarantineall such previously
distributed (screened or unscreened) in-date prior donations collected bm the same donor
extending back indefinitelyor to the date 12 months prior to the donor’s most recent
negative licensedmultiantigenscreeningtest for anti-HCV,whichever is the lesser peri~
and noti& consignees so that they may quarantinepreviouslydistributedprior collections that
they hold.

EXCEPTIONS:

1) There is no recommendation for quarantineof Source Plasma or Recovered
Plasma based on retrospective review of records because few if any unpooled
prior collectionsexist,

2) These recommendationsapply to autologousblood and blood components if
the donor of the repeatedly reactive autologous collectionmade prior donations
for allogeneicuse or if the blood establishmentis involved in a crossover
program in which prior autologouscollectionscould be released for allogeneic
use.

3) Quarantine based on a repeatedly reactive screehing test result need ~t be
done if a) records of testingwith a mukiantigensupplementaltest are available
and review of those records can be completed within 3 calendar days of the date
of identificationof the repeatedlyreactive result and the results indicate the prior
collectionsare acceptable for release; orb) the prior collection was more than
12 months prior to the donor’smost recent negative licensedmultiantigen
screening test for anti-HCV.

B. Notification of Consignees and Transfusion Recipients
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If there is no record of a multiantigensupplementaltest result on the historical repeatedly
reactive donation (as described above), FDA recommends further action as described in
Section 2.E. (below).

Alternatively,if there is a record of a mukiantigensupplementaltest result on the historical
repeatedly reactive donation (see Figure 1), in which the resultwas positive on a licensed or
investigationalRIBA 3.0 assay, or was either positiveor indeterminateon a licensed or
investigationalRIBA 2.0 assay (except for indeterminateIUBA 2.0 results followed by
firther testing, as described in Section 2.D. below), then the blood establishmentshould
noti~ consignees(such as hospitals,transfusionservices,or physicians)of such previously
distributed prior collections (as definedin Section 2.A. above) of the donor’s test results
(includingsupplementaltesting)so consigneesmay quarantinesuch prior collections. ti
notificationshould lead to notificationof recipients,when appropriate, that they had been
transfusedwith blood or blood components at increasedrisk of transmittingHCV (see
Section 4), ~OTE: FDA recommends that blood establishmentsnoti~ the physicians of
autologous donors of the donor’s repeatedly reactive test results and supplemental test
results,when applicable, for the purpose of medical follow-upand counseling.] This
notificationof consigneesneed Wt be done if records of product distribution for transfusion
are no longer available for the time period during which the unit was released for transfusion

For previouslydistributedblood or blood components collected tim the same donor dating
back to January 1, 1988, blood establishmentsshould complete notificationof consigneesby

March 23,2000 (i.e., one year followingthe date by which blood establishmentsshould
have begun to noti$ consignees,as recommended in the revised guidance issued on
September 23, 1998.)

For previously distributedblood or blood components collected tiom the same donor
extending back indefinitely (that is, prior to January 1, 1988),blood establishmentsshould
m notificationof consigneesas soon as feasible. This notificationof consignees should be
completed by September 30,2000.

C. Release of Prior Collections from Quarantine

If the repeatedly reactive screening test was EIA 2.0, quarantinedprior collections maybe
released for transfusionor furthermanufacture

(i) if the supplemental test using a licensedRIBA 2.0 or RIBA 3.0 assay was ne@ive
(quarantinedprior collections should@be released if the repeatedly reactive screening
test was EIA 3.0);
or
(ii) if the supplementaltest using a licensedRIBA 2.0 assaywas indeterminateand
additional testing is performed using a RI13A3.0 or an EIA 3,0 and the results are as
described in Section 2.D.1. or 2.D.2. (below).
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If the repeatedly reactive screening test was EIA 3.0, quarantined collections maybe
released only if supplementaltestingby a licensedor investigationalRIBA 3.0 is nemtive.

If a repeatedly reactive EIA 3.0 test was followedby a negative or indeterminate RIBA 2.0,

additional testing using RIBA 3.0 maybe pdormed to clari~ the possibilitiesfor release of
prior collections from quarantine.

For blood and blood components previouslydistribut~ blood establishmentsshould noti@
consigneeswithin 45 days of the resultsof additionaltesting, if pexfonned. Consigneesmay
then either release products (as described above), or properly dispose of products (i.e.,
destruction or labeling as described below), as appropriate.

FDA recognizes that there may be some limited uses for quarantinedprior collections
that are not suitable for release from quarantine for the product’s original intended
use. Such prior collectionsshould not be used for transfusionor for manufiwturing
into injectable products. FDA recommends that these prior collections be destroyed
as a general practice; however, in limited situations,release for research or
manufacture into in-vitro diagnostic reagents may be acceptable. If released for these
uses, the prior collections shouldbe relabeled consistentwith general labeling
requirements in21 CFR 606.121 and 21 CFR 640.70. Additionally, the blood or
blood components should be labeled as “Biohazard” and with two cautionary
statements, as follows:

“Collected from a donor who subsequently tested positive for anti-HCV. An increased
risk of transmissionof hepatitis C is present”

and either

“Caution: For Further Manufmturing Into In Vitro Diagnostic Reagents For Which
There Are No Alternative Sources”

or

“For Laboratory Research Use Only”

as appropriate,

D. Additional Testing Following an Indeterminate RIBA 2.0 Test Result

In the case of a repeatedly reactive result using an EIA 2.0 or EIA 3.0 for a historical
donation (as described in Section 2.A. above), if the supplemental test result of record is an
indeterminatetest result obtained using Chiron’sRIBA 2.0 assay, the original stored sample
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or a fresh sample ilom the donor maybe tested again accordingto the followingoptions
(see Figure 1):

1. Using Chiron’sRIBA 3.0 assay. NOTE: These recommendationsapply to
licensed RIBA 3.0 assays and to RIBA 3.0 assays used under an Investigational
New Drug (MD) exemption or provided as an in-house service by the test kit
manufmturer.]

(i) If the additional test by RIBA 3.0 is positive,then blood establishments
shouldnotifi consigneesfor the purpose of recipientnotificationas
described in Section 2.B. (above), and so previously distributedprior
collectionscan be destroyed or labeled consistent with Section 2.C.
(above).

(ii) If the test result is nemtive using the RIBA 3.0 assay, then blood
establishmentsshould notifj consigneesso that quarantinedprior
collectionsmay be released. ~OTE: This alternative is based on
current research that indicates absence of PCR reactivity for HCV RNA
in RIBA 2.0 indeterminate/RIBA3.0 negative samples (4).]

(iii) If the test result is indeterminateusing RI13A3.0, then blood
establishmentsshouldnotifyconsignees,p@ for the purpose of recipient
notification+but so that quarantinedprior collectionsmaybe destroyed
or labeled as described in Section 2.C. (above). NOTE: This
alternative is based on current research that indicates intlequent (0.50/0to
4?40)PCR reactivity in IUBA 2.0 indeterminate/RIBA3.0 indeterminate
samples (4,5).]

2. Using a licensed HCV EIA 3.0 test. ~OTE: Blood establishments should use
this optiononly if the original repeatedly reactive screeningtest result was obtained
using an HCV EIA 2.0 test.]

(i) If the additionaltest result by EIA 3.0 is negative,then blood
establishmentsshould noti~ consigneesso that quamntinedprior
collectionsmay be released. ~OTE: This alternative is based on
current research that indicates absence of PCR reactivity for HCV RNA
in RIBA 2.0 indeteminate/EIA 3.0 negative samples (6-9).]

(iii If the additional test by EIA 3.0 is repeatedly reactive, then blood
establishmentsshouldnoti$ consigneesfor the purpose of recipient
notificationas described in Section 2.B. (above), and so the previously
distributedprior collectionscan be destroyed or labeled consistent with
Section 2.C. (above). Alternatively,the sample maybe tested again
using RIBA 3.0. If the result is positive,then blood establishments
should notify consigneesfor the purpose of recipientnotificationas
described in Section 2.B. (above), and so the previously distributed prior
collectionscan be destroyed or labeled consistent with Section 2.C.
(above). If the test result is ne~ativeusing RIBA 3.0, blood
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establishmentsshould notify consigneesso that quamntinedprior
collectionsmay be released. If the test result is indeterminate,blood
establishmentsshouldnotify consignees,p@for the purpose of recipient
notificatio~ but so that they may destroy or labelpreviously distributed
prior collectionsconsistentwith Section 2.C. (above). NOTE:
Consigneenotificationfor the pwpose of recipientnotificationis not
recommended due to infkquent PCR positivity (only 1.6Yo)in HCV EIA
3.0 repeatedly reactive/RTBA3.0 indeterminate samples (9).]

E. Additional Testing in the Case of a Historical Repeatedly Reactive EIA 2.0 or

EIA 3.0 Result with No Record of a Supplemental Test

In the case of donations that tested repeatedlyreactive in a multiantigen anti-HCV screening
assay (EIA 2.0 or EIA 3.0) periiorrnedprior to the date of implementationof this guidance,
as described in Section 2.A. (above), where there is no record of a supplemental assay
result, and where blood or blood components were distributedfor transii.sion fl-omany
prior donatio~ blood establishmentsshould pdorrn additional testing on a stored sample
(i.e., a previously frozen serum or plasma sample from the repeatedly reactive donation) or
on a newly acquired donor sample (see Figure 2). Results of such additionaltesting should
be treated consistent with Sections 2.B,, 2.C., and 2.D. (above), regarding test results, to
determine the need for recipientnotificationand &position of quarantinedproducts.

1. If the repeatedly reactive result was obtained using an HCV EIA 2.0 test, the
blood establishmentshould petionn either

(i) a licensedmultiantigensupplementaltest (RIBA 2.0 or RTBA3.0) for
antibodies to HCV. Blood establishmentsshould noti~ consignees for
the pwpose of recipient notificatio~ if appropriate (i.e., consistent with
recommendationsbased on test results as described in section 2.B.
above), and prompt dispositionof previouslydistributedprior collections
(see below);

(ii; a licensed HCV EIA 3.0 screening test If the result is ne@ive, blood
establishmentsshouldnoti~ consigneesthat the additionaltest result
supports release of quarantinedprior collections. If the result is
repeatedly reactive, then blood establishmentsshould notifj consignees
for the puqmse of recipientnotificatio~ if appropriate (i.e., consistent
with recommendations based on test results as described in Section
2,D.2.(ii) above), and prompt dispositionof previously distributedprior
collectionsas described in Sections 2.B. and 2,C. (above).
Alternatively,a licensedmultiantigensupplementaltest for antibodiesto
HCV can be petiormed. ~OT13: For current testing of a stored
sample or a flesh sample fl-omthe donor, the appropriate supplemental
test to pdorm is RIBA 3.0.] If a licensed supplemental test for
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antibodiesto HCV is performed blood establishmentsshould notifi
consignees for the purpose of recipient notificatio~ if appropriate (i.e.,
consistent with recommendationsbased on test results as described in
Section 2.B. above), and prompt dispositionof previouslydistributed
prior collections (see below).

2. If the repeatedly reactive result was obtained using an HCV EIA 3.0 test, the
blood establishmentshouldpetiorrn a currently licensedmultiantigensupplementaltest
for antibodies to HCV. ~OTE: For current testing of a stored sample or a fi-esh
sample from the donor, the appropriate supplemental test to perform is RIBA 3.0.]
Blood establishmentsshould noti~ consigneesfor the purpose of recipient
notification, if appropriate (i.e., consistentwith recommendationsbased on test results
as described in section 2.B. above), and prompt dispositionof previouslydistributed
prior collections (see below).

NOTE: If supplemental testing for antibodiesto HCV as described in Section
2.E. 1. or 2,E.2. (above) was pdomwd (consistentwith previous guidance)
using a multiantigensupplementaltest which was availableunder an IND
exemption or was provided as an in-house serviceby the test kit manufwturer
and later became licens~ such results maybe used consistentwith Sections
2,B., 2.C., and 2,D. (above),

3. If the blood establishmentdoes not retest a previously stored sample from the
repeatedly reactive donation and does not test a fresh sample from the donor, then
blood establishmentsshouldnoti~ consigneesof blood and blood components
collected from the same donor extendingback indefinitelyto the extent that electronic
or other readily retrievable records exist, or to the date 12 months prior to the
donor’s most recent negative licensedmultiantigenscreeningtest for anti-HCV,
whichever is the lesserperiod. The notificationshouldtiorm consigneesof prior
receipt of a unit at increased risk of transmittingHCV and of the donor’s test results,
includinglack of availabilityof tits fi-omsupplementaltesting. This notificationis
important so that recipientnotificationmaybe performed and previously distributed
prior collectionsmay be destroyed or labeled consistent with Section 2.C. (above).

Quarantined prior collectionsmay be released if the result of the licensed HCV EIA 3.0 (see
2.E.1.(ii) above) is ne@ive. Quarantinedprior collectionsmaybe released when an EIA
2.0 repeatedly reactive result is followedby a negative licensed supplemental test (see
2.E.1.(i) above); however, they may ~t be released ifan EIA 3.0 repeatedly reactive result
was followed by a negative RIBA 2.0 (see 2.E,2. above). Dispositionof such prior
collectionsshouldbe consistentwith Section 2.C. (above).
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3. PREVIOUS TESTING USING EIA 1.0

A Review of Records and Quarantine of Prior Collections

Blood establishmentsshouldreview availablerecords of donor testing using the “first
generation” screening test (%IA 1.0”) for anti-HCV to identifi repeatedly reactive
donations detected in the past (“historical repeatedly reactive EIA 1.0 donations”) from
donors with a record of prior donation (i.e., donations prior to the repeatedly reactive ELA
1.0 collection). The record search should extend back indefinitelyto the extent that
electronic or other readily retrievable records exist. Blood establishmentsshould,within 3
calendar days of the date of identificationof the repeatedlyreactive donatio~ identi~ and
quarantineall such previously distributed (screened or unscreened) in-date prior donations
collected tim the same donor extendingback indefinitelyand noti~ consignees so that they
may quarantinepreviouslydistributedprior collections that they hold (see Figure 3).

EXCEPTIONS:

1) These recommendationsapply to autologous blood and blood components if
the donor of the repeatedly reactive autologous collectionmade prior donations
for al.logeneicuse or if the blood establishmentis involved in a crossover
program in which prior autologouscollectionscould be released for allogeneic
use.

2) Quarantine based on a repeatedly reactive screening test result need not be
done if records of testingwith a licensedor investigationalmultiantigen —
supplemental test are available and review of those records can be completed
within 3 calendar days of the date of identificationof the repeatedly reactive
result and the results indicate the prior collectionsare acceptable for release (see
Section 3.B. below).

B. Notification of Consignees and Transfusion Recipients

1. The blood establishmentmay retrieve a stored sample from the repeatedly reactive
donation or obtain a fresh blood sample from the donor and pdorm a currently licensed
multiantigen screening or supplementaltest for antibodiesto HCV (see Figure 3).

NOTE: If a RIBA 2.0 or RIBA 3.0 was used previously under an lND exemption or
was provided as an in-house serviceby the test kit manufwturer, the results of such
testing may be used to determine the need for further actio~ as described below.]

(i) If the test result is repeatedly reactive using EIA 2.0 or EIA 3.0, and a
supplementaltest is not pedlorm~ then the blood establishmentshould
not& consignees(such as hospitals,tramdhsionservices,or physicians)
of previouslydistributedprior collectionsof the donor’s test results
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(includingsupplementaltesting)and, based on the subsequent test results
obtained on the donor, that the previously distributedprior collections
are at increasedrisk of transmittingHCV. This notificationof consignees
is important so that recipientsmaybe subsequentlynotified (see Section
4). ~OTE: FDA recommends that blood establishmentsnotifi the
physicians of autologous donors of the donor’s repeatedly reactive test
results and supplemental test results, when applicable, for the pu.tposeof
medical follow-upand counseling.] This notificationof consigneesneed
~t be done if the consignee’srecords of product distribution for
transfusionare no longeravailablefor the time period during which the
unit was released for transfusion. Previouslydistributedprior collections
should be destroyed or labeled consistentwith Section 3.C. (below).

Alternatively,the sample found to be rmeatedly reactive using EIA 2.0
or EIA 3.0 maybe tested again for anti-HCV using an appropriate
licensedmuhiantigen supplementaltest. ~OTE: An appropriate
supplementaltest is one that includesall the antigenscontainedin the
screeningtest that was perllormed.] Blood establishmentsshould noti~
consignees for the purpose of recipientnotificatio~ if appropriate (i.e.,
consistent with recommendationsbased on test results as described in
section 2.B. above), and prompt dispositionof previouslydistributed
prior collections (see below).

(ii) If the test result is negative using EIA 2.0 or EIA 3.0, blood
establishmentsshouldnoti& consigneesthat the additionaltest result
supports release of quarantinedprior collections.

(iiii If the test result is positiveusing an investigationalor licensedRIBA 2.0

or RI13A3.0 or indeterminateusing RIBA 2.0 (except for indeterminate
RU3A2.0 results followedby fi.uthertesting,as described in Section
2.D. above), then the blood establishmentshould notifi consignees (such
as hospitals,trandksion services,or physicians)of previously distributed
prior collectionsof the donor’s test results (includingsupplemental
testing) an~ based on the subsequent test results obtained on the donor,
that the previouslydistributedprior collectionsare at increased risk of
transmittingHCV. Thisnotificationshould lead to notificationof
recipients that they had been transiised with blood or blood components
at increased risk of transmittingHCV (see Section 4). ~OTE: FDA
recommends that blood establishmentsnotifi the physicians of
autologous donors of the donor’s repeatedly reactive test results and
supplemental test results, when applicable, for the puqmse of medical
follow-upand counseling.] This notificationof consigneesneed ~t be
done if records of product distributionfor transfusion are no longer
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(iv)

(v)

available for the time period duringwhich the unit was released for
transfusion. Previouslydistributedprior collections should be destroyed
or labeled consistentwith Section 3.C. (below).

If the test result is indeterminateusing an investigationalor licensedRIBA
LO, blood establishmentsshould noti$ consignees,~t for the purpose
of recipientnotification,but so that quarantinedprior collectionsmaybe
destroyed or labeled for in vitro use or for research as described in
Section 3.C, (below). ~OTE: This alternative is based on current
research that indicates infkquent (0.5Y0to 40A)PCR reactivity in RIBA
2.0 indeterminate/RJBA3.0 indeterminate samples (4,5).]

If the test result is negativeusing an investigationalor licensedRIBA 2.0
or RIBA 3.0, blood establishmentsshould notifi consigneesthat the
additional test result supports release of quarantinedprior collections.

Prior collections shouldbe released only if there is a record of a negative EIA 2.0, EL-4
3.0, RIBA 2.0, or RIBA 3.0.

2. Lfthere is no record of a mukiantigensupplementaltest result on the historicalrepeatedly
~ reactive donation or on a tiesh blood sample fi-omthe same donor and additional testing

as described in Section 2.B. (above) is not ptiorme~ the blood establishmentshould
base its “lookback” actions on the signal to cutoff (S/CO) values for the initialEIA and
duplicateEIA retests of the originaldonor sample.

(i) If the S/CO value for at least two out of the three EIA tests is less than
2.5, blood establishmentsshouldnotifi consignees~t for the purpose of
recipient notificatio~ but so that quarantinedprior collectionsmaybe
destroyed or labeled as described in Section 3.C. (below).

(ii) lfthe S/CO value for at least two out of the three EIA tests is equal to or
greater than 2.5, or if the S/CO value cannot be calculated for all three
EIA tests, the blood establishmentshould retrieve a stored sample ii-em
the repeatedly reactive donation or obtain a fish blood sample from the
donor and ptiorm a licensed RIBA 3.0 supplemental test for antibodies
to HCV.

a. If the additional test by RTBA3.0 is positive, then blood
establishmentsshould notify consignees for the puqmse of
recipientnotificationas describedin Section 3.B.1. (above),
and the previously distributedprior collections should be
destroyed or labeled consistentwith Section 3.C. (below).

b. If the RIBA 3.0 test result is indeterminate,then blood
establishmentsshouldnot@ consignees,~t for the purpose
of recipientnotificatio~ but so that quarantinedprior
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collectionsmay be destioyed or labeled as described in
Section 3.C. (below),

c. If the RIBA 3.0 test result is ne@ive, then blood
establishmentsshouldnoti& consigneesthat release of
quarantinedprior collections is appropriate.

Alternatively,if it is not feasiblefor the blood establishmentto retest a
previously stored sample ilom the repeatedly reactive donation or a fresh
sample Ilom the donor, then the blood establishmentshould noti&
consigneesof previouslydistributedprior collectionsof prior receipt of a
unit at increasedrisk of transmittingHCV and of the donor’s test results,
includinglackof availabilityof resultsfi-omsupplementaltesting, This
notificationis importantso that recipientnotificationmaybe pdonned
and previouslydistributedin-date prior collectionsmay be destroyed or
labeled consistent with Section 3.C. (below).

For previously distributedblood or blood components collected from the same donor,
blood establishmentsshould M notificationof consigneesas soon as feasible and no later
than December 31,1999. This notificationof consigneesshouldbe completed by

September 30,2000.

C. Release of Prior Collections horn Quarantine

Prior collections quarantined based on a repeatedly reactive HCV EIA 1.0 screening test
may be released for transfusionor fhrthermanufacture if

(i) a subsequent EIA 2.0 or EIA 3,0 was nemtive, or if a supplemental test
using a licensed RIBA 2.0 or RI13A3.0 assay was negative;or

(ii) the supplementaltest using a licensedMBA 2.0 assay was indeterminate
and additional testing is pertlormedusing the EIA 3.0 or the RIBA 3.0
and the result is negative.

For prior collectionspreviouslydistribut~ blood establishmentsshould notifi consignees
within 45 days of the results of additionaltesting, if ptxformed. Consigneesmay then either
release products (as described above), or properly dispose of products (i.e., destruction or
labeling as described below), as appropriate.

FDA recognizes that there may be some limiteduses for quarantinedprior collections that
are not suitable for release flom quarantine for the product’s original intended use. Such
prior collections should not be used for transfusionor for manufacturinginto injectable
products, FDA recommends that these prior collectionsbe destroyed as a general practice;
however, in limited situations,release for researchor manufmture into in-vitrodiagnostic
reagents may be acceptable. If released for these uses, the prior collections should be
relabeled consistent with general labeling requirements in21 CFR 606.121 and 21 CFR
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640.70. Additionally, the blood or blood components should be labeled as “Biohazard” and
with two cautionary statements,as follows:

“collected from a donor who subsequently tested positive for anti-HCV. An increased

risk of transmissionof hepatitis C is present”

and either

“caution: For Further Manufl@uringInto In Vitro DiagnosticReagents For Which
There Are No Alternative Sources”

or

“For Laboratory Research Use Only”

as appropriate,
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4. NOTIFICATION OF TRANSFUSION RECIPIENTS

Any hospital or tramdision serviceor other appropriateentity acting on behalf of a blood
establishmentthat is notifiedof the prior trandhsion of a unit that potentiallycontained HCV
should take the followingactions:

a. Establish or review policies and procedures for notificationand documentation and
insure that they cotiorm to fderal, state, and local laws, includingany requirements
for confidentialityof medical records. The policies and procedures should include
elements of paragraphs b to h (below).

b, Review records to confirm receipt of the unit. If the unit was not received, was
discarded, or was otherwise not transkse~ noti~ the blood establishment. If the
unit was transferred notifi the blood establishmentand the subsequent consignee. If
the unit was transfis~ identi@the transiised patient, the patient’s most recent
address and phone number, and the names of the patient’sphysician of record and
the physician responsible for the patient’s transfusionorder.

c. Promptly attempt to notifi the patient. Notificationmaybe carried out in either of
two ways:

(i) Noti@the patient directly,in which case the physician of record or the
physician who ordered the blood or blood product that potentially
containedHCV shouldbe Monned concurrentlyof the notification,or

(ii) Noti& the physician of record (i.e., the attendingphysicianor the
physician who ordered the blood or blood product) that a transfusedunit
potentiallycontainedHCV and ask the physicianto immediatelynoti&
the patient or other individualas describedunder paragraph h of this
sectio~ of the need for HCV testing and counseling. If the physician is
unavailable,declines to make the notificatio~ or later tiorrns the hospital
that he or she was unable to noti~ the patient, the hospital or transfusion
service shouldpromptly attemptto noti& the patient or other individual
as described under paragraph ~ whenever such additional efforts are
feasible(e.g., if the physicianmade only a singleattempt at notificatio~
the hospital or transfiion service should pursue additional attempts, as
previously described).

d. In the patient’s medical record or in the hospital’sor transfusionservice’s records,
document the notificatio~ the attemptsat notification and the reasons for all ftilures
to notifjf(for example, if the patient refusesto accept the notificationinformationor is
deceased).

e. The notificationeffort based on donor testing completed &f&the date of
implementationof Section 1 of this guidance (above) should begin when the blood
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.

establishmentnotifies the hospitalor transiision serviceof the prior receipt of a unit
at increasedrisk of transmittingHCV and shouldincludea minimum of three
attempts and be completedwithin a maximum of 12weeks followingreceipt of
notificationfi-omthe blood establishmen~unless

(i) the patient (or other individualas permitted under paragraph h) is located
and notifi~, or

(iii the hospitalor tramdhsionservice is unable to locate or notifi the patient
and documents the extenuatingcircumstancesbeyond the hospital’s or
trandhsion service’scontrol that caused the notificationeffort to be
discontinued prior to 12 weeks or to be delayed.

f The notification effort based on donor testing that occurred before the date of
implementationof Section 1 of this guidance (above) should begin when the blood
establishmentnotifies the hospitalor trandision serviceof the prior receipt of a unit
at increasedrisk of transmittingHCV, and should includea minimum of three
attempts to make the notification, This notificationshouldbe completedwithin one
year of the date on which the hospital or transfusionservice received notification
from the blood establishment.

Thus, tranhsion servicesshould completeall notificationsof recipientsby

September 30, 2001; that is, within one year of the last of the notificationsreceived
from blood establishments.

g. Recipientnotificationshouldincludethe followingMormation:
(i) A basic explanationof the need for HCV testing and counseling;
(ii) Sufficientoral or written informationso that the tnansfhsionrecipient can

make an tiormed decision about whether to obtain HCV testing and
COUtlSehl&and

(iii) A list of programs or places where the patient can obtain HCV testing
and counseling,includingany requirementsor restrictionsthe program
may impose.

h. If the patient has been judged incompetent by a state cou@tie hospital, transfusion
service or physician should notifi a legal representativedesignated in accordance
with state law, If the patient is competen$but state law permits a legal
representativeor relative to receive the irdiormationon the patient’s behal~ the
hospital, transfusionsemice or physician should not@ the patient or his or her legal
representativeor relative. If the patient is a minor (at the time of the notification),the
hospital, transfusionsaw-iceor physician shouldnotifi the patient’s legal
representative or relative. If the patient is deceased, the hospital, transiision setice
or physician may discontinuethe notificationprocess.
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Hospitals or other entitiesshoul~ beginningon the date this guidance is irnplementei$
maintain adequate records of the source and dispositionof all blood and blood products
for at least 10 years from the date of disposition or 6 months after the latest product
expiration date, whichever is the later date, and maintain these records in a manner that
permits their rapid retrieval, as required in 21 CFR 606.165(a) (e.g., within 5 working
days). Hospitals or other entities also should ensure that these records are transfa-red to
another appropriateentity if the former establishmentceases operations for any reason.

IV. IMPLEMENTATION

The recommendationscontainedin this guidancedocumentmaybe implementedimmediately
without prior approvalby FDA. Licensed establishmentsimplementingthese recommendations
should submit in their annual reports a statement indicatingthe date that revised SOP’s consistent
with the recommendationshave been establishedand implemented.
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Figure 1 FDA Recommendations for Quarantine and Disposition of Prior Collections,
/ Supplemental Testing, and Notification of Consignees and Transfusion Recipients

Based on EIA 2.0 or EIA 3.0 Donor Test Results for Antibody to Hepatitis C Virus (Anti-HCV)

Current or Historical Repeatedly Reactive Identifyl and quarantine prior collections.
Licensed Anti-HCV EIA 2.0 or 3.0 Notify consignees, request to quarantine.

I
Test current sample using a multiantigen supplemental

or review record of previous supplemental test

Licensed or Investi~ational RIBA 2.0

Positive Negative Indeterminate

I I
Dei.roy or If sc!eening
label prior test was
collections EIA 2.0,

release prior

Notify collcctionsz
consignees
of test resuks3 Notify

I consignees
of test results3

Transfusion
service%
notifyprior
recipients’

I
If not tested
again, destroy
or label prior
collections

Notify
consignees
of test results3

I
Transfusion
services:
notify prior
recipients’

test
I

Supplemental Test Not Done on Historical Donation
(see Figure 2)

I ~ Licensed or Investigational RLBA 3.0 “
1

~ May test again J“

1
If EIA 2.0 was run, may perform
a licensed Anti-HCV EIA 3.0

Negative Repeatedly

I Reactive

I /\
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] Previously ~istributed tx-ior collections should be identified from the same donor dating back indefinitely to the extent that electronic or other readily retrievable records exist
or to the d;te 12 months prior to the most recent negative licensed multiantigen screening test, whichever-is the lesser period.
2 If the repeatedly reactive test was EIA 3.0 and a RIBA 2.0 test was negative, destroy or label prior coilections<ursless a RIBA 3.0 test is performed and is found negative).
3 Notify consignees within 45 days of the current repeatedly reactive result or as soon as feasible for a historicalrepeatedlyreactiveresult. Ifa supplementaltest was not done (see
Fig. 2) and additional testing is now performed on a stored or fresh sample, notify consii=y- as soon u feasible after obtaining the additional test result (see Fig. 2, footnote 3).
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