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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration

21 CFR Parts 606 and 610

[Docket No. 99N-2337]
RIN 0910-AB76
Current Good Manufacturing Practice for Blood and Blood Components; Notification

- of Consignees and Transfusion Reéipients Receiving Blood and Blood Components ..

at Increased Risk of Transmitting HCV Infection (“Lookback”’)

AGENCY: Food and Drug Administration, HHS.

ACTION: Proposed rule.

SUMMARY: The Food and Drug Administration (FDA) is proposing to amend fhe biologics
regulations to require that blood estabh'shménts (including plasma establishments) prépare and
follow ‘wﬁft.en procedures for appropriate action when it is determined that blood and blood
comnonents at increased risk of transmitting hepatitis C virus (HCV) infection have been collected
from a donor who tested repeatedly reactive for evidence of HCV infection at a later date. This
proposed rule wbul‘d require blood establishments to quarantine prior collections from such a donor,
- perform further tes}ting on the donor, and notify transfusion recipients, as apprnpﬁate, when such

a donor is identified at the time of a repeat donation or after jxrforming a review of historical
testing recofds to identify donations at increased risk of transmitting HCV. In addition, FDA is
proposing to extend the record retention period to 10 years to create opportunities for disease
prevention many years after recipient exposure to such a donor. This action is taken as part of
FDA’s “‘Blood Initiative’” to comprehensively review and, as necessary, revise its regulations,

policies, guidances, and procedures related to the licensing and regulation of blood products. This
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proposed rule is intended to help ensure the continued saféty of the blood supply and to help
ensure that information is provided to consignees and to prior re..p.2nts of blood and blood
components from a donor whose subsequent donation tests positive for antibody to HCV or

otherwise is determined to have been at increased risk of tfansmitting HCV.

DATES: Submit written comments on the proposed rule by [insert date 90 days after date of
publication in the Federal Register]. Submit written comments on the information collection
provisions by [insert date 30 days after date of publication in the Federal Register]. See section

VII of this document for the proposed effective date of a final rule based on this document.

- ADDRESSES: Submit written comments to the Dockets Management'!?;ranch (HFA-305), Food and
~ Drug Administration, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852. Submit written
cbmmentsAon the information collection provisions to the Office of Information and Regulatory
Affairs, OMB, New Executive Office Bldg., 725 17th St. NW., Washington, DC 20503, Attn:
Wendy Taylor, Desk Officer for FDA.

FOR FURTHER INFORMATION CONTACT: Sharon A. Carayiannis, Center for Biologics EValuatiOh

and Research (HFM-17), Food and Drug Administration, 1401 Rockville Pike, suite 200N,
Rockville, MD 20852-1448, 301-827-6210.

SUPPLEMENTARY INFORMATION:
1. Background

A. Blood Initiative

For a variety of reasons FDA has decided to comprehensively review and, as necessary, revise
'its regulations, policies, guidance, and prob.edures related to the licensing and regulation of blood
products.' In the Federal Register of June 3, 1994 (59 FR 28821 and 59 FR 28822, respectively),
FDA issued two documents entitled *‘Review of General Biologics and Licensing Regulations™’
(Docket No. 94N-0066) and ‘‘Review of Regulations for Blood Establishments and Blood

Products”’ (Docket No. 94N-0080). These two documents announced the agency’s intent to review
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biologics regulations in 21 CFR parts 600, 601, 606, 607, 610, 640, and 660 (21 CFR 600, 601,
606, 607, 1.0, 640, and 660) and reque»sted‘ written comments from the public. Interested persons
were given until August 17, 1994, to respond to the documents. In response to requests for
additional time, FDA twice extended the commént period, as announced in the Federal Regisier

of August 17, 1994 (59 FR 42193), and November 14, 1995 (59 FR 56448). In addition, FDA

the agency’s intent to review the biologics regulations. On January 26, 1995, FDA held a public
meeting to provide an opportunity for all interested individuals to present their comments and
to assist the agency in determining whether the regulétions should be revised, rescinded, or
continued without change. Sihce the time of the mgulafion review, FDA has implemented a number
of changes to its regulations and policies applicable to the general biologics and licensing
regulations, some of which applied to blood products as well as other biological products. (See, -
e.g., the final rules issued on May 14, 1996 (61 FR 24313); August 1, 1996 (61 FR 40153);
November 6, 1996 (61 FR 57328); July 24, 1997 (62 FR 39890); and October 15, 1997 (62 FR

Because of the importance of a safe national blood supply, the U.S. House of Representatives
Committee on Government Reform and Oversight, Subcommittee on Human Resources and
Intergovernrﬁental Relations (the Subcommittee) and other groups such as the General Accounﬁng
Office (GAO), and the Institute of Medicine (IOM) have reyiewed the agency’s policies, practices,
and regulations. Reports issued following the respective reviews made a number of
recommendations as to how FDA might improve the biologics regulations, particularly as they
apply to the continued safety of blood products. The relevant reports are: (1) “‘Protecting the
Nation’s Blood Supply From Infectious Agents: The Need for New Standards to Meet New

- Threats,”” by the Subcommittee (August 2, 1996); (2) *‘Blood Supply: FDA Oversight and
Remaining Issues of Safety,”” by GAO (February 25, 1997); (3)*‘Blood Supply: Transfusion-
Associated Risks,”” by GAO (February 25, 1997); and (4) “‘HIV an’d' the Blood Supply: An Analysis
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of Crisis Decisionmaking,” by IOM ( July 13, 1995). These reports are on file with the Dockets |
Managemem Branch (address above) under the docket number given in we heading of this
document.

FDA has reviewed these reports and agrees with the ﬁiajority of the recommeﬁdations
contained within them. However, rather th'an.only responding specifically to the recommendations
from the Subcommittee, GAO, IOM, and the publié, FDA convened a number of internél task
forces to review a variety of issues reiated to the regulation of blood and blood products, including
how to most appropriately update the existing regulations applicable to blood and blood products.
In the future, FDA intends to issue a number of blood-related mlema]dngs that various FDA task
groups are currently preparing. FDA is not describing the specific recommendations it has recei\}ed
and the numerous objectives of the Blood Initiative in this document. Future rulemaking and other

notices will describe and discuss specific recommendations and regulatory objectives.

B. Existing Donor Screening and Testing Requirements

FDA has developed five *‘layers of safety”’ to h‘elp ensure a safe blood supply: Donor
screening, donor deferral registries, testing blood, blood quarantining, and monitoring and
investigating problems. The five léyers of safety are designed to overlap so that they will prevent
the distribution of blood and blood products that are at increased risk of traqsrrﬁtting communicable
disease agents such as human immunodeficiency virus (HIV) and hepatitis B virus (HBV). With
regard to screening dqnors and testing blood, FDA has deﬁned an extensive system of donor
screening and testing procedures, two of the five layers of safety, perfp‘rmed by blood
establishments. These procedures include the initial screening of individuals that volunteer to donate
blood using a questionnaire, interiiew, and physical examination. This initial screening process
is designed to protect the donor and to establish whether the donor is in good health, to rule

“oat possible exposure to disease, such as through travel to an area endemié for malaria, or through
close contact with an infected individual, and to identify whether the donor has engaged in behavior

that would indicate increased risk of a communicable disease. Individuals who satisfactorily answer
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the questionnaire, pass the physical examination, and then donate blood are further screened by
laboratory testing fbr evidence of infection due to communicable disease agents such as HIV and
HBV. In the Federal Register of August 19, 1999 (64 FR 45340), FDA issued a proposed rule
entitled ‘‘Requirements for Testing Human Blood Donors for Evidence of Infection Due to
Communicable Disease Agents”’ (hereinafter‘ referred to as the testing proposed rule), to update,
revise, and redesignate the testing requirerhents of § 610.45. The relevance of the testing proposed
rule to this proposed rule is discussed in section III of this document.

As a result of the extensive screening and testing procedures‘ and the other layers of safefy,
* the risk of transmitting infection through blood transfusion is very low. Despite the best practices
of blood establishments, however, a person may donate blood early in infection, during the period
when the testable marker is not detectable by a screening test, but the infectious agent is present
in the donor’s blood (a .“window” period). For example, if a donor donates blood on a number
of océasions and each donation tests negative for antibody to HIV, but the donor returns and tests
repeatedly reactive for antibody to HIV at a later date, prior collections from such a donor would
be at increased risk of transmitting HIV. In addition, a recipient of a transfusion of blood or blood
components collected during the ‘‘window’’ period would not know that he or she may have
become infected with HIV through the transfusion unless notified. |

Under such circumstances, FDA requires clarification of the donor’s status and procedures
to ““lookback’’ at prior collections, as specified in §§ 610.46 and 610.47 (the HIV ‘‘lookback’®
regulations). (See ihe final rule issued in the Federal Register of September 9, 1996 (61 FR
47413).) The HIV “‘lookback’’ regulations requifé facilities involved in the coﬂeétion, prdcessing,
and administration of blood to quarantine blood and blood components which were collected from
a donor who tested negative at the time of previous donations but subsequently tests repeatedly
reactive for antibody to HIV. 'I"he regulations require blood establishments to inform consignees

- (e.g., hospital transfusion services and manufacturers of plasma derivatives) of the collection and
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distribution of such previously donated blood and .blood components, to perform further testing

on the donor, and to notify transfusion recipients, as appropnate.

C. History of HCV Testing

HCV frequently causes a clinically inapparent, but chronic infection of the Ever.
Approximately 4 million individuals ln the United States are believed to be chronically infected
wiﬂl HCV. Despite progression of ‘disea_se, HCV infection is usually asymptomatic ‘fOr about 20
years, but in many cases causes serious liver injury that is thought to-be the leading cause of
late stage cirrhosis and liver failure in the United States and to play a significant role in the} L
development of liver cancer. Therapy with licensed interferon produces long—fexm benefit in only
about 15 percent of cases, but a newly available therapeutic modalfty, combination therapy using
interferon plus ribavirin, may improve this outcome._

The gfeatest risk for transmission of HCV is through direct percutaneous exposu're to infectious
blood, such as through transfusion of infectious blood or blood products, sharing of contaminated
equipment among injection drug users, or transplantation of organs or tissues from infectious

( donors. Hemodialysis patients and health-care workers exposed to needle sticks in the occupational
setting are also at risk for exposure to infectious blood. Direct percutaneous exposures to infectious
‘blood, ‘particularlyv in the setting of drug abuse, account for the majority of HCV infections acquired
in the United States (Ref. 1). The incidence of transfusion transmitted HCV infection has decreased

markedly since the implementation of donor screening for HCV and viral inactivation of clotting
factors and intravenous immune globulins. However, approximately 7 percent of the 3.9 million
Americans believed to be chronically infected with HCV were infected as a result of transfusion

of blood components prior to the availability of donor screening tests or due to past use of nonviral-
inactivated plasma derivative products (Ref. 2).

HCV was established as a causative agent of transfusion associated hepatitis only since its
discovery in the late 1980’s. In October 1989, FDA'’s Blood Products Advisory Committee (BPAC)

first discussed ‘‘lookback’’ for HCV, prior to the availability of donor séreening tests for HCV.
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BPAC advised that there was insufficient information available concerning HCV infection to
propose either product quarantine or notification of recipients transfused with products prepared
from prior collections from donors later determined to be at increased risk fof transmitting HCV.
Blood establishments implemented donor screening tests after a single antigen, enzyme linked
immunosorbent assay (EIA) _for antibody to HCV (HCV EIA 1.0 screening test) was licensed in
May 1990. FDA issued a memorandum to all registered blood establishxhems in Ndvember 1990,
entitled *“Testing for Antibody to Hepatitis C Virus Encoded Antigen (Anti-HCV),”” recommending
use of approved donor screening tests for antibody to HCV. A *‘lookback”’ program was not
recommended because: (-1) Screening tesfs available at the time could not distinguish between ——~- -~ _
ongoing infection and recovery, and thus, the meaning of a reactive test result for any one individual |
was not clear; (2) donor screening for antibody to HCV did not include‘ confirmatory testing and
most notifications would have been based on false-positive donor test results; (3) there was limited
knowledge of routes of transmission for HCV othe‘r than parenteral; and (4) no potential long-
term benefits of therapy were known. | |

A significantly more sensi’tive mﬁltiantigen screening test (HCV EIA 2.0 screening test) was
licensed in March 1992. In June 1993, FDA liceﬁSed an HCV 2.0 strip immunoblot assay (HCV
- RIBA 2.0), a supplemental (additional, more specific) test for antibody to HCV. Supplemental
tests for antibody to HCV are. used to distinguish false positive frorﬂ true positive repeatedly
reactive screening test results. Exc;ept for tests available for investigational use, supplemental tests
for antibody to HCV have only been available since the HCV RIBA 2.0 supplemental test was
licensed in June 1993.

In an August 1993 memorandum to all registered blood establishmehts entitled ‘‘Revised
Recommendations for Testing Whole Blood, Blood Components, Source Plasma and Source
Leukocytes for Antibody to Hepatitis C Virus Encoded Antigen (Anti-HCV),”” FDA did not
recommend a ‘‘lookback’ program pending the outcome of discussions on the iésue at the

December 1993 BPAC meeting. Following the discussions on HCV at the meeting in December




1993, BPAC unanimously recommended product quarantine of prior collections from a donor who
later tests repeatedly reactive for antibody to HCV and tests positive or indeterminate ona
supplemental test, but only marginally endorsed consignee notiﬁcation for the purpose of
transfusion recipient notification, and reiterated many of the reservations regarding the lack of an
established public health benefit in performing this activity. FDA issued a memorandum to all
registered blood establishments in July 1996 endtled “Recommendations for the Quarantine and

| Disposition of Units from Prior Collections from Donox_'s with Repeatedly Reactive Screening Tests
for Hepatitis B Virus (HBV), Hepatitis C Virus (HCV), and Human T-Lymphotropic Virus Type

I (HTLV-I).”” The July 1996 memorandum recommended testing, consignee notification, and = -
quarantine of affected products but did not provide recommendations for the notification of

recipients of such donations because the public health benefit of such notification was not clear.

The Public Health Service Advisory Committee on Blood Safety and Availability (the PHS
Advisory Committee) discussed improvements in the treatment and management of HCV infection
and improvements in testing for antibody to HCV at public meetings held on April 24 and 25,

- 1997, and August 11 and 12, 1997. The PHS Advisory Committee also discussed the public‘health
benefits of notification of transfusion recipients receiving prior collections from a donor who
subsequently tests repeatedly reactive for evidence of HCV infection. Following acceptance by

the Department of Health and Human Services (DHHS) of recommendations fOr HCV *‘lookback’’
made in August of 1997 by the PHS Advieory Committee, FDA issued a notice in the Federal |
 Register of March 20, 1998 (63 FR 13675), announcing the availability of a document eniitled
*‘Guidance for Industry: Supplemental Testing and the Notification of Cohsigoees of Donor Test
Results for Antibody to Hepatitis C Virus (Anti-HCV)"” (the March 1998 guidance) in which FDA
recommended that blood establishrderits implement HCV “‘lookback’’ procedures. In the March
1998 guidance, FDA recommended that donors currently testing repeatedly reactive for antibody
toHCVina hcensed test be further tested for axmbody to HCV usmg a licensed, multxanngen

supplemental test. Additionally, FDA recommended that consignees of certain b]ood and blood
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components collected since January 1, 1988, which were anti-HCV negative or untested, be notified
when donors subsequently test repeatedly reaciive for anti-HCV in a licensed multiantigen screening
test and reactive in a licensed or investigational supplemental test. This notification would enable
" recipients to be informed that they had been transfused with units that may have contained HCV
so that they may obtain further medical counseling. The March 1998 guidance provided FDA’s
recommendations for donor screening, a review of past testing records, further testing for antibody
to HCV, notification of consignees, and transfusion récipiem notification and counseling by

physicians regarding transfusion with blood or blood compon’ents‘ at increased risk of transmitting

HCV. The March 1998 guidance was intended to supplement the July 1996 memorandum.”™

In response to comments received, the March 1998 guidance was withdrawn on September
8, 1998, and FDA issued a revised guidance on October 21, 1998 (63 FR 56198, October 23,
1998) entitled “‘Guidance For Industry: Current Good Manufacturing Practice for Blood and Blood
Components: (1) Quarantine and Disposition of Units from Prior Collections from Donors with
Repeatedly Reactive Screening Tests for Hepatitis C Virus (HCV); (2) Supplemental‘Testing, and
the Notification of Consignees and Blood Recipients of Donor Test Results for Antibody to HCV
(Anti-HCV),” (the September 1998 guidance). The September 1998 guidance replaced the March
1998 guidance, and provided recommendations to enable quarantine and disposition of blood and
blood components from prior collections from donors with repéatedly reactive screening test resﬁlts.
The September 1998 guidance was provided on the CBER Home Page for comment and |
implementation on September 23, 1999. Additionally, the guidance document was mailed to 'all‘
blood establishments on November 20, 1998.

The September guidance addressed several significant comments and requests from industry:
(1) FDA revised several time periods for ‘‘lookback’ actions in réSponse to concerns about impact
" on industry, the need for additional time for testing due to availability problems with certain test
kits, and to allow nme for the physxclan educatxon to be completed (ensurmg that counseling

, messages would be avmlable for use in nonﬁcatmn of recipients); (2) FDA clarified options for
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~ further testing with an HCV enzyme linked immunosorbent assay 3.0 (HCV EIA 3.0 screéning
test); (3) FDA made revisions to clarify recommendations on labeffﬁg of products released from
quarantine and for consistency with existing regulations on product labeling; (4) FDA provided
flow chart diagrams to assist industry in implementing procedures contained in the guidance; and
(5 To perrnit eésier, more rapid nbtiﬁcatib‘n of the recipient, FDA recommended the option of
transfusion services notifying the transfusion recipient dlrectly as an alternative to noufymg the
transfuswn recxplent s physxcxan of record.

- At public meetings on November 24, 1998, and January 28, 1999, the PHS Advisory

Committee reconsidered the issue of recipient notification related to repeatedly reactive results on

the single antigen s¢reening test. The PHS Advisory Committee recommended that targeted
““lookback’’ should be initiated based on a repeatedly reactive HCV EIA 1.0 screening test result
ona repeéfl donof unless a supplqmenial test was performed and the result did not indicate increased
risk of HCV infection, or, in the absence of a supplemental test result, the signal to cut off (S/
CO) value of the repeatedly reactive HCV EIA 1.0 screening test was less than 2.5, or follow-

up testing of the donor was negative. FDA published a notice in the Federal Register of June

22, 1999 (64 FR 33309), announcing the availability of a draft guidance entitled, *‘Guidance For
Industry: Current Good Manufacturing Practice for Blood and Blood Components: (1) Quaranfine
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) >* Consistent with
the recommendations of the PHS Advisory Committee, this revised draft guidance addressed
“‘lookback’” actions related to donor screening by HCV EIA 1.0 and also recommended that the
search of historical testing records of prior donations from donors with repeatedly reactive EIA

1.0, EIA 2.0, or EIA 3.0 screening tests for HCV should extend back indefinitely to the extent

that electronic or other readily retrievable records exist. Iryxr addition, FDA revised thé flow chart

diagrams to reflect the c‘hanges to the guidance. FDA added specific recommendations for prior

- acp
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collections from a repeatedly reactive autologous donor and clarified recommendations on
implementing *‘lookback”” for repeatedly reactive plasma donations. |
Based on comments submitted to the docket, FDA will revise the June 1999 draft guidance

and issue a final guidance document for implementation. These comments and comments submitted
on any additional guidance issued by the agency in the future will be considered in the preparation
of the final rule for HVC “‘lookback.”’ |

~In addition to these recommendations, FDA is proposing in § 610.40(c) of the testing proposed
rule to require *‘Each donation found to be repeatedly reactive by a screening test shall be further

tested whenever a supplemental (additional, more specific) test has been approved for such use

by FDA.”

II. Legal Authority

FDA is proposing to issué this new rule under the authority of sections 351 and 361 of the
Public Health Service Act (the PHS Act) (42 U.S.C. 262 and 264 et seq.) and the provisions
of the Federal Food, Drug, and Cosmetic Act (the aict) which apply to drugs (21 U.S.C. 201 ez
seq.). Under section 361 of the PHS Act, FDA may make ahd enforce regulations necessary to
prevent the introduction, transmission, and spread of éommunicable disease between the States
or from foreign countries into the States. (See Sec. 1, 1966 Reorg. Plan No. 3 at 42 U.S.C. 202
for delegation of section 361 authority from the Surgeon General to the Secretary, Health and
Human Services; see 21 CFR 510(a)(4) for delegation from the Secretary to the Food and Drug
Administration.) Intrastate transactions may also be regulated under section 361. (See Louisiana
v. Mathew, 427 F.Supp. 174, 176 (E.D.La. 1977))) A major burpbse of the HCV *“‘lookback™
proposed rule is to prevent the introduction, transmission, ’and spread of HCV.

All blood and blood components introduced or delivered for mtroducnon into mterstate
commerce also are subject to section 351 of the PHS Ac: (42 U.S.C. 262). Secuon 351(a) requires
that manufacturers must have a license which has been issued upon a showing that the

‘manufacturing establishment meets all applicable‘ standards, prescribed in the biologics regulations,
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designed to insure the continued safety, purity, and potency of the blood and that the product
is safe, pure, and potent.

FDA’s license revocation regulations provide for the initiation of reVOCétion‘proceedings,
among other reasons, if the establishment or the product fails to conform to the standards in the
license application or in the regulations designed to ensure the continued safety, purity, or potency
of the product (§ 601.5). Section 351 of the PHS Act also provides for criminal penalties for
violation of the laws governing biologics. Violations can be punishable by fines or imprisonment,
or both. | |

The act also applies to biological products (42 U.S.C. 262(d), as amended). Blood and blood
components are considered drugs, as that temi is defined in section 201(g)(1) of thé act (21 US.C.
321(g)1)). (See United States v. Calise, 217 F.Supp. 705 (S.D;N.Y. 1962)). Because blood and
blood components are drugs under the act, blood and plasma establishments must comply with
the substantive provisions and related regulatory scheme of the act. Under section 501 of the act
(21 U.S.C. 351), drugs are deemed “‘adulterated’’ if the nﬁethods used in their maﬁﬂfacturing,
processing, packing or holding do not conform with current good manufacturing practices |
(CGMP’s). Under the proposed HCV “‘lookback’’ rule, blood and plasma establishments would
be required to develop standard operating procedures (SOP’s) for HCV “‘lookback’’ quarantine
of affected blood and blood components and consignee and transfusion recipient notification. A
blood or plasrria establishment that failed to comply with HCV ‘lookback’’ procedures would

violate CGMP’s and, therefore, would be subject to the act’s enforcement provisions.

1L Highlights of the Proposed Rule

FDA and the Health Care Financing Administration v(HCFA) are proposing steps designed
to further protect the blood 'supply and to notify recipients of the possibility that they méy have
received blood or blood components cdntaminated with HCV. FDA's proposed rule, along with
HCFA'’s companion proposed rule published elsewhere in this Federal Register, would require

facilities involved in the collection, processing, and administration of blood to quarantine certain




blood and blood components and to inform the consignee. The consignee, as appropriate, would
inform the recipient’s attending physician or the recipient, of the possibility that blood previously
used for transfusion .was obtained from a donor who subsequen’tly tested rcpeatedly reactive for
antibody to HCV. FDA believes that this proposed rule, in conjunction with HCFA’s companion
proposed rule will provide a more efficient means of notification. |

~ As previously discussed in section 1.C of this document, chronic hepatitis due to HCV is
a major health problem in the United States because the infection is usually clinically silent, and
infected people usually are unaware of their disease until serious damage has been caused to the
liver. Although transfusion transmitted HCV infection accoux;;foronly a small pmportxonc} those
infected with HCV, it is possible to identify and quarantine affected blood and blood components,
perform further testing, and notify some transfusion recipients who have received blood from a
donor later determined to be at increased risk of transmission of HCV. This process is commonly
referred to as *“lookback.””

FDA is issuing this proposed rule for HCV *‘lookback’’ as a consequence of numerous public
discussions, and extensive discussion within DHHS, of the benefits of notifying recipients of blood
at increased risk of transmitting HCV. In parallel to this proposed rule, there will be a major
PHS educational campaign on HCV aimed at both the medical co'mmunity and the public. This
proposed rﬁlé would establish requirements, similar to those now in effect for HIV *‘lookback,”
to identify and quarantine prior collections later suspected as possible winflow period donations
because they were collected from a donor who returned to donate and tested repeatedly reactive
for evidence of HCV infection, and to notify transfusion recipients based on further testing of
such a donor, as appropriate. In addition to HCV “‘lookback’’ requirements based on current testing
that ;are similar to those for HIV and that are triggered when a donor returns to donate and tests
repeatedly reactive on a screening test, this proposed rule would require a review of historical

testing records to identify prior collections from donors at increased risk of transmitting HCV.
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The review of histoﬁcal testing records would extend back indefinitely for computerized
electronic records, and to January 1, 1998, for other readily retrievable records. -

The requirements for ‘lookback’’ activity based on multiantigen screening test results are
handled in separate sections frorﬁ those based on single antigen screening test results because the
proposed fequirements differ. For the ﬁurpose of this proposed rule, any réference to “*blood or
blood components’” will include Source Leukocytes and Source Plasma unless speciﬁcally :
addressed. The proposal would not require quarantine of products that have already been pooled
for further processing because the process of fractionation inactivétes or removes the HCV. For
~ the purpose of this proposed rule, any reference to bloqd establishments will include plasma ~~
establis:hments.

FDA is also proposing conforming amendments to certain provisions of §§ 610.46 and 610.47,
the HIV “*lookback’’ regulations. The proposed revisions to §§ 610.46 and 610.47 are discussed
under the corresponding sections.of this proposal and are intended to ciarify and provide
consistency between the HIV and HCV “lodkback” requirements.

The proposed HCV “‘lookback’’ regulations are particular to the testing methodologies
currently used. As testing technology continues to develop, the ‘‘window’’ period might vary with
the testing’ methodology and FDA may détermine that it is necéssary to a‘xynend‘the final rule that

results from this proposal. In this section IH, FDA discusses each of the proposed requirements,

the redesignation of certain regulations and revisions to existing requirements.

A. Related Rulemaking
As previously stated, in the Federal Register of August 19, 1999'(64 FR 45340), FDA issued,
as part of the Blood Initiative, a proposed rule entitled *‘Requirements for Testing Human Blood
Donors for Evidence of Infection Due to Communicable Disease Agents’’ (the testing prdposed
| _rule). In the testing proposed rule, FDA proposed to revise the general biological product standards
by adding testing réquirements for HCV, and by adding requifexﬁents for performing a licensed,

- supplemental test when a donation is found to be repeatedly reactive for any of the required
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screening tests for evidence of infection due to communicable disease agents. The testing proposed .
rule would delete § 610.45, ““‘Human Immunodeficiency Virus (HIV) requirements,’’ because its
requirem.ents would be included in the revision of proposed § 610.40. The use of the term
“repeatedjy reactive’” in this rulemaking is consistent with the testing proposed rule, which states
that *‘according to the manufacturer’s instructions, initially reactive samples are to be tested again,
generally in duplicate, and a sample that is found to be reactive on any single reiest (ie.,on
one or more of the duplicate retests), is considered to be repeatedly reactive.” Refer to the testing
proposed rule for additional discussion of repeatedly reactive test results in section D., Further
Testing. In § 610.40(a) and (c) of the 'testing proposed rule, FDA would revise the requirements e
for performance of donor screening tests and for supplemental testing of a donor who tests
. repeatedly reactive for evidence of infectibn duetoa communicable’ disease agent, including HCV.
As discussed in section III;D, this rule proposes that § 610.40(g), include the proposed requirements
to initiate HCV “‘lookback’’ and requirements to initiate HIV “‘lookback”’ (i:ﬁrrently in §6lO.45(d),
which would be deleted as part of the testing proposed rule). Initiation of the *‘lookback”’ processés
would be based on results of HIV and HCVf‘teksting proposed in § 610.40(a) and (c) of the testing

proposed rule. (Refer to section II1.D of this document for discussion of the proposed changes

to §610.45(d).)

B. Proposed Revisions to § 606.100(b)(19)

FDA is proposing to amend § 606.100(b)(19), which currently prescribes requirements for
SOP’s, in accordance with §§ 610.46 and 610.47, to look at in-date prior collections from a doﬂor
who later tests repeatedly reactive on a required test for HIV, or is otherwise determined to be
unsuitable when tested for HIV, and to notify transfusion recipients. FDA is proposing to amend
§ 606.100(b)(19) to include requirements for blood establishments ib have SOP’s, in accordance
~with proposed §§ 610.48 and 610.49, for HCV *‘lookback,” including procedures for quarantine
and testing, and notification of transfusion recipients. The revised regﬁlations would require SOP’s

to look at prior collections from a donor who has donated blood and later tests repeatedly reactive
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~ on a required test for HIV or HCV, or when the blood establishment has been made aware of

other test results indicating evidence of HIV or HCV infection, and to notify transfusion recipients,

if appropriate. , .

C. Proposed Revisions to § 606.160

_ FDAis prbposing to amend § 606.160. Section 606.160(b)(1)(viii) curfently prescrit;es
requirements for maintaining records of quarantine, notification, testing, and disposition performed
under §§610.46 and 610.47, whenever a donor Subsequently tests fepeatedly reactive for evidence
- of HIV infection. FDA is proposing to revise § 606.160(b)(1)(viii), to include requirements for ~ ——— -
maintaining records of quarantin_e', notification, testing, and disposition performed under proposed
§§ 610.48 and 610.49, whenever a donor subsequently tests repeatedly reactive for evidence of |
HCV infection. |

Section 606.160(d) currently prescribes that the retention period for required processing
records shall be no less than 5 years after completion of the record or 6 months after the latest
expiratidn date for the individual product, whichever is a later date.. FDA is proposing to revise
§606.160(d) by increasing the required retention period to no less than 10 years after the records  »
of processing have been completed, or 6 months after the latest expiration date for the individual
product, whichever is a later date. FDA is proposing this change in the reiention period because
advances in medical diagnosis and therapy have created opportunities for disease prevention or
treatment many years after recipient exposure to a dohor later determined to be at increased risk
of transfusion transmitted disease. Additionally, thethods of recordkeeping have advanced, |

improving the ability of blood establishments to more easily maintain and retrieve records.

D. Proposed Revisions to §610.45
As previousiy discussed, in the Federal Register of August 19, 1999 (64 FR 45340), FDA

issued a proposed rule to revise § 610.40, and to delete § 610.45, ““‘Human Immunodéﬁciéncy Virus



(HIV) requirements,” because, except as discusséd below, the requirements of § 610.45 would be
included in proposed § 610.40. :

Section 610.45(d) currently requires blood establishmepts to comply with §§ 610.46 and
610.47, the HIV *‘lookback” reqﬁirémenté for quarantine, consignee notification, further teétihg
and transfusion recipient notification, when applicable, whenever a donor’s “‘test results for
antibody to HIV are repeatedly reactive or otherwise determined to be unsuitable when tested in
accordance with paragraph (a) of this section * * *.” As previously discussed in section IILA
of this document, the testing proposed rule would delete § 610.45. This proposed rule would include
the requirements of current § 610.45(d) into proposed § 610.40(g). Proposed §610.40(g) would - -~ -
require blood establishments to comply with §§ 610.46 and 610.47, and with proposed §§ 610.48
and 610.49, thereby requiring compliance with the HIV and HCV ‘‘lookback’’ regulations,

respectively.

E. Proposed Revisions to Headings of §§ 61 0.46 and 610.47

As a result of the addition of HCV “‘lookback’’ requirements, FDA is proposing to revise
the headings of the sections applicable to the *‘lookback’’ requirements for HIV. FDA is proposing
to revise th'e: heading of § 610.46 to read ‘‘Human Immunodeficiency Virus (HIV) ‘Lookback;’
quarantine, consignee notiﬁcétion and further testing’’ to distinguish it from the new § 610.48,
“‘Hepatitis C Virus (HCV) ‘“‘lookback;’”’ quarantine, consignee notification and further testing.”’
Likewise, FDA is proposing to amend the heading of § 610.47, ‘‘Lookback’’ Notification
requirements for transfusion services,”” to read *‘Human Iminunodeﬁciency Virus (HIV)
*“‘Lookback;’’ notification of transfusibn recipients’’ to distinguish it from the new §610.49,
“‘Hepatitis C Virus (HCV) ““Lookback;’’ notification of transfusion recipients.”’ As previously
noted, FDA is proposing to amend § 610.46 for consistency with proposed § 610.48 of this prdposed
rule, and to amend § 610.47 for consistency with § 610.49 of this proposed rule. The corresponding
revisions to § 610.46 and to § 610.47 are noted in the discussion of proposed § 610.48 and proposed
§610.49.
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F. Proposed § 610.48(a), Quarantine and Consigneé Notification

Proposed § 610.48(a) identifies the circumstances that would .t';i“gger the *‘lookback’’ process
when a donor returns to donate and tésts repeatedly reactive on a screening test, and states the
requirements for quarantine of blood and blood components, notification of éohsignees, and
quarantine of blood and blood components by consignees. Under proposed § 610.48(a)(1), blood
establishments would be required to take appropriate action within 3-calendar days after the date
on which a donor returns to donate blood or blood components and tests repeatedly reactive for
evidence of HCV infection on a required test, performed in accordance with proposed § 610.40(a), |
or the date on which the blood establishment was made aware of other test results indicating o
evidence of HCV infeétion, provided the testing was performed by a laboratory certified under
the Clinical Laboratory Improvement Amendments of 1988 (CLIA), using a test approved by FDA.
In the testing proposed rule (64 FR 45340, August 19, 1999) proposed §_610.40(a) requires tests
for specified communicable disease agents, including for HCV, and requirements for further testing
of repeatedly reactive samples. For example, a blood establishment completing a screening test,
on Tuesday afternoon with a repeatedly reactive test result would have until the end of the day

on Friday to complete the requirements for quarantine and consignee notification.

FDA is specifically requesting comments on the appropriateness of 3 calendar days proposed
for exemptions of the quarantine of prior collections and consignee notiﬂc;ation under proposed
§§ 10.48(a), (e), and (f) and the conforming amendment to 610.46(a). FDA is. also proposing
that the *‘lookback’’ measures specified in § 610.48(a) be initiated by a blood establishment upon
receipt of information that a person who has been a donor at that establishment has other test
results indicating evidence of HCV infection and that the test was performed by a CLIA-certified
laboratory, using a test approved by FDA, regardless of the purpose of the testing. FDA recognizes
that blood establishments do not routinely receive such information, but should a blood
establishment become aware of such reliable test resuits, the proposal would require appropriate

‘‘lookback’’ measures. State laws and public health practices vary widely, making it impossible
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to specify all circumstances under which test results may be provided to the blood establishment.
However, kDA believes that the blood establishment has the obligation, upon the receipt of such
reliable test results, to initiate appropriate action to protect the blood and plasma supply. In addition,
the reliability of test results may vary, depending'on the quality of the test method uséd and on
the qualiﬁcations of the testing facility to perform the test. Accordingly, FDA is proposing to
require the initiation of ‘‘lookback® procedures when the test results 6riginate from a laboratory

certified under CLIA and when the laboratory has used FDA-approved tests.

Proposed $610.48(a) would require blood establishments and théir consignees to identify and
quarantine all affected blood and blood compoﬁéﬁis collpécted iirior"t'd’ the donor’s repeatedl}fwwmm -
reactive screening test for HCV. Under proposed § 606.160(d), blood establiéhmehts would retain
records for “‘* . no less than 10 years * * *** or, for products that remain in inventory, for
6 months after the latest expiration date of the product, thchever is the later date, and under
proposed § 610.48(a) blood establishments would quarantine any in-date prior collections that
remain in inventory. If the blood establishment has information to assure that there are no in-
date prior collections, there i's no need to trace those products.

Proposed § 610.48(a)(1)(i) would require blood éstablishments to quarantine all in-date prior
collections from a donor testing repeatedly reactive for evidence of HCV infection. Proposed
§ 610.48(a)(1)(ii) would require blood establishments to notify consignees of the repeatedly reactive
HCYV screening test result so that the consignee may quarantine all in-date prior collections of |

blood and blood components. Proposed § 610.48(a)(2) would require consignees to quarantine all
in-date prior collections of blood and blood components that remain in inventory.

For consistency, FDA is also proposing conforming amendments to the corresponding HIV
*“lookback’’ requirements of § 610.46(a). FDA is proposing to amend § 610.46(a) by changing the
title of the paragraph to ‘‘Quarantine and consignee notification’’ and'to clarify that blood '

establishments would be required to complete the quarantine and consignee notification

requirements within 3-calendar days after the date on which the donor tests repeatedly reactive
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for evidence of HIV infection. FDA is ﬁroposi‘n‘g to replace the phrase “‘or votherwise determined
to be unsuitapie when tested in accordance with § 610.45°° with *‘or wheu the blood establishment
has been made aware of other test results indicating evidence of HIV infection, provided the testing
was performed by a laboratory certified under the Clinical Laboratory Improvement Amendments
of 1988, using a test approved by FDA"’ to eliminate any confusion that might be caused by
~ different wording. Likewise, for clarity and consistency, FDA is proposing to replace *‘For Whole
Blood, blood components, Source Plasma and Source Leukocytés collected from that donor within

the 5 years prior to the repeatedly reactive test, if intended for transfusion, or collected within

- the 6 months prior to the repeatedly reactive test, if intended for further manufacture into injectable .= .

products, * * *.* with ‘‘For in-date blood and blood components collected from that donor at
any time prior to the repeatedly reactive test, whenever records are available, if intended for
transfusion or for further manufacture into injectable products, * * *.° Alsé, FDA recognizes that
it is not necessary for *‘lookback’’ requirements to distinguish collections intended for transfusion
from those intended for further manufacturing. FDA is clarifying that ‘‘lookback’’ requirements
should be followed for any prior collection that has not expired because records are held for 6

months after the latest expiration date of the individual product.

G. Proposed § 610.48(b), Further Testing and Consignee Notification of Results

Proposed § 610.48(b) would require further testing whenever a donor returns to donate and
tests repeatedly reactive for evidence of HCV infection, as described in § 610.48(a), and notification
of consignees of the results of the further testing. Proposed §610.48(b) would require blood
+ establishments to perform further testing, in accordance with proposed § 610.40(c) of the testing
‘ proposed rule (as previously discussed), after a donor with a record of prior collections tests
repeatedly reactive for evidence of HCV infection when fested in accordance with proposed
§ 610.40(a) of the testing proposed rule. Blood establishments would be requifed to notify
consignees of the results of the further testing within 45-calendar days after the day on which

the donor tests repeatedly reactive on a screening test for evidence of HCV infection.
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FDA is proposing a conforming amendment to § 610.46(b) for HIV *‘lookback’’ by changing
the maximum ume provided for a blood establishment to notify consignees of the results of the
further testing from 30 to 45 days. This change is proposed for consistency between the HIV
and HCV “‘lookback’” regulations and in response to comments that although further testing for
HIV and HCV can be completed within 30 days, additional time is needed to notify consignees

following completion of the further testing.

H. Proposed §610.48( c) Review of Historical Testing Records and Identification of Donors Tested

Using a Multlanngen Screenmg Test Prior 1o the Eﬁ’ecuve Date of thzs Regulanon

As discussed in section 1.C of this document in tl'us preamble, blood establishments routinely

have been testing blood donations for antibody to HCV since 1990. In the guidance documents

- issued in March 1998, September 1998 and June 1999, FDA issued recommendations (draft
guidance was issued in June 1999) fbr blood establishments to initiate “Iookback” procedures
consistent with those now being proposed, including when, through a review of historical testing
records, pfevious instances are identified whén a donor had tested repeatedly reactive on a
multiantigen screening test for evidence of HCV infection. FDA believes that since 1990, many
blood establishments have routinely initiated ‘‘lookback’’ procedures consistent with the regulations
now being proposé‘d, and with the issuance of the recommendations in 1998 and 1999, many
additional establishments have undertaken the review of historical testing records and have initiated
appropriate ““lookback’’ procedures. However, because HCV is a chronic, often asymptomatic
disease that may ultimétely have serious consequences, FDA believes that it is imperative to
identify and notify reéipients who have been transfused with blood or blood components for which
there is an increased risk of transmission of HCV as determined by subsequent donor testing.

-Such transfusion recipients should be made aware that they shou]d.s‘eek further testing to see if

they are infected and, if so, to receive appropriate counseling and medical care.

The requirements of proposed § 610.48(c) and (d) are based on the agency’s understanding

of current research in hepatitis testing. FDA specifically invites comments on these provisions and

s arem e e a—————
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- requests individuals to submit data in support of the comments. To the extent the data do not

- support these provisions, FDA would revise the rule accordingly. FDA recognizes that the review
of historical testing records (performed in accordance with proposed § 610.48(c) and (d)) will .
identify tests performed using both licensed and unlicenéed tests, HCV EIA 1.0, 2.0, and 3.0,
as well as, HCV RIBA 2.0 and 3.0 supplémental tests. For that reason, the proposed requirements
for tesiing performed prior to the effective date of any final rule resulting from this proposal (that
is, test results identified in the review of historical testing records) would take into account the
use of unlicensed tests, under specific circumstances. In addition, testing berformcd following the
- effective date of any final rulc resulting from this proposal (such as further testing performed - _~—--_
in accordance with proposed § 610.48(h) or (i)) would require use of a currently licensed test,
as specified.

The purpose of § 610.48(c) is to identify, through a search of available historical testing

rcccrds, those prior collections that might have been collected during the window period, that is,
a donation that may have been made after the donor became infected with HCV but before it
was possible for a screening test to detect antibody to HCV. The identification of prior collections
would be based on the multiantigen screening test result and would be followed by appropriate
‘ steps to perform qcarantine, further testing and notification of consignees and transfusion recipients,
as discussed in detail in this and other sections of this proposed rule. Blood establishments would
be required to perform a review of histoﬁcal testing records to identify, within 1 year of the
effective date of any final rule resulting from this proposal, prior collections at increased risk of
transmitting HCV infection because they are from a donor who later tested repeatedly reactive
for evidence of HCV infection on a multiantigen screening test and who either: ( 1) Has no record
of further testing for HCV performed on the repeatedly reactive sample and no record of a negative
licensed, multiantigen screening test performed ata latervdate (as specified in § 610.48(c)(4) and
(c)(5); or (2) has a record of further fcsting (as specified in § 610.48(c)(1), (¢)(2), and (c)(3)) that

potentially indicates evidence of HCV infection, as discussed in detail later in this proposed rule.
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As discussed in the following paragraph, after the review of historical testing records, *‘lookback’’
actions would be triggered for certain prior collections. Blood establishments would be required
to quarantine any in-date prior collections still in inventory where records show that they were
collected from donors later found to have a repeatedly reactive multianfigen screening test for
evidence of HCV'infection (unless exempt from quarantine under § 610.48(g)(2)), and to notify
consignees to quarantine such prior collections, as speciﬁed under proposed § 610.48(e)(2); to
perform further testirig, as specified in proposed § 610.48(h)(1), on donors identified in accordance
| with proposed § 610.48(c)(4) and (c)(5); or optionally to perform further t¢sting_ in accordance with
- §610.48(1)(2) on donors identified in accordancé with § 610.48(c)(2) and (c)(3); and to notify ———~ —--
B consignees of the test result, in accordance with proposed § 610.48(h)(3), as described in the
following paragraph. Transfusion services notified by blood establishments of prior receipt of blood
or blood components at increased risk of transmitting HCV would eithér notify the transfusioﬁ |
recipients directly or notify the recipient’s physician of record (i.e., physician of record or physician
who ordered the blood or blood component), as specified in proposed § 610.49(b). |
Under proposed § 610.48(c), the review would include record§, if availablé, daﬁhg back
indefinitely for com‘puterizéd electronic records, and to January 1988 for other readily retrievable
records, or 12 months prior to the donor’s most recent negative multiantigen screehing test for
antibody to HCV, whichever is the lesser period. This 12-month time peribd requirement is intended
to identify any potential ‘‘window period’’ donation. Review of historical testing records dating
back indefinitely would not be necessary for prior collections from many dohors G.e., pﬁor
collections from donors who have a record of a prior negative multiamigeh screening test result
because the prior collections would not be considered to be window period donations.) Examples
are provided in the following paragraph. In addition, many donors who test repeatedly reactive
for evidence of HCV infection are first-time donors with no ptevious history of donation. Thus,
no ‘“‘lookback’’ action is needed for such a first-time ddnor because “ldokback” activity targets

prior collections and no prior collections exist for a first time donor.
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Proposed § 610.48(c) woﬁld limit the review of records to the identification of prior collections

dating back to “‘the date 12 months prior to the dénor's most recent negative multiantigen screening
test for HCV.”” FDA believes that this 12-month period prior to the last negative multiantigen
screening test for HCV establishes with high confidence that, prior to that date, possible HCV

infection would have been detected by a screening test; if any *‘window period’’ donation was .
ollected, it would have occurred after that date. For example, it would not be necessar yto identify -
collections dating back indefinitely for a donor who has donated every 6 months from January
1983 until testing repeatedly reactive on a screening test for evidence of HCV infection in January
- 1998, with the last negative multiantigen screening test on July 1, 1997. In this example, the last
negative multiantigen screening test for antibody to HCV is July 1, 1997, and 12 months prior |
to that would be July 2, 1996. Under the proposal, the blood establishment would use the later
date of July 2, 1996 (rather than the maximum time period back to January 1983), and the blood
establishment would identify donations rxiade on or after July 2, 1996, to July 1, 1997, as possible
‘‘window period’’ donations. In this example, donations made prior to July 2, 1996A would not

be suspected to be ‘‘window period’’ donations, capable of transmm‘mg HCV mfectlon toa
transfusxon recipient. Note that a negative test result on a single antigen EIA screening test for
HCV may not be used as the ‘‘most recent negative multiantigen screening test’’ and is not a
basis to limit the ‘‘lookback’’ activity, as desén'bed previously, due to the limited sensitivity of
the single antigen HCV EIA test. | '

FDA is proposing the review of historical tesﬁng records to identify‘ five specific instances
following a repeatedly reactive multiantigen screening test that should be used to identify increased
risk of transmitting HCV from the donor’s prior collections. Under § 610.48(c), blood -
establishments would identify prior collections from donors who tested repeatedly reaéﬁve for
evidence of HCV infection on a licensed, multiantigen screening test and who: (1) Teste_d positive
on a supplemental test for HCV performed on the repeatedly reactive sample (as specified in

§610.48(c)(1)); or (c)(2) tested indeterminate on a supplemental test for HCV (as speciﬁed in
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§ 610.48(c)(2)); or (c)(3) testing repeatedly reactive on licensed HCV EIA 3.0 screening test and
negative on a licensed HCV RIBA 2.0 supplemental test but with no records of a negative licensed
HCV RIBA 3.0 supplemental test performed on the repeatedly reactive sample or a later sample
from the same donor; or (4) tested repeatedly reactive for evidence of HCV infection on an HCV
EJA 2.0 screening test with no record of a supplemental test for HCV performed on tﬂe repeatedly
reactive sample or on a later sample from the donor and no record of a negative licensed HCV
EIA 3.0 screening test performed on the repeatedly reactive sample or later on the same donor;
or (5) tested repeatedly reactive for evidence of HCV infection oﬁ a licensed, HCV EIA 3.0
screening test with no rec‘ord of a supplemental test for HCV performed on the repeatedly reactive ~—— -
sample or on a later sample from the same donor. As discussed previously, the requirements of
prbposed § 610.48(c) for review of historical testing records to identify prior collections from
affected donors are particular to the testing methods used and exceptions are specified in
§ 610.48(g), Exemption from Quarantine. Prior collections that would not be identified as possible
““window period’” donations and would not require further action are exempted from quarantine
as described in § 610.48(g)(2). For donors identified in accordance with §610.48(c)(4) and (c)(5)
for whom no records of further testing exist to clarify the status of prior collections determined
to be at increased risk of transmitting HCV infection,‘b‘lood establiéhments would be required,
as described under proposed § 610.48(e), to perform quarantine and cénsignee notification for any

in-date prior collections that remain in inventory and to perform further testing, as described under

proposed § 610.48(h)(1).

1. Proposed § 610.48(d), Review of Records and Identification of Donors Testing Repeatedly

Reactive on a Single Antigen Screening Test Prior to the Effective Date of this Regulation

The purpose of § 610.48(d), which parallels the requirements of § 610.48(c), is to identify,
through a review of historical testing records, those prior collections that might have been collected
during the window period of HCV infection, based on a single antigen screening test result. Similar

to the requirements of § 610.48(c), which is based on the multiantigen screening test, proposed
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§ 610.48(d) would: (1) Require blood establishments to review available historical records of donor
testing that occurred prior to the effective date of this regulation 16 identify prior collections that
are potential window period donations; (2) require ihe revie\;' éf available historical testing records
dating back indefinitely for computerized electronic records and to January 1988 for other readily
retrievable records; and (3) require that blood establishments complete the review or historical

testing records within 1 year of the effective date of any final rule that results from this proposal.

Under § 610.48(d), blood establishments would identify previously distributed blood and blood
components in any of the following four instances: (1) As proposed in § 610.48(d)(1), where the
 donor tested repeatedly reactive for evidence of HCV infection on the singié glhﬁgéh screemng o
test and repeatedly reactive on an HCV EIA 2.0 or HCV EIA 3.0 screening test for HCV performed
on the repeatedly reactive sample or’ a fresh sample from the same donor; (2) as proposed in
§610.48(d)(2), where the donor tested repeatedly reactive for evidence of HCV infection on the
single antigen screening test and either positive or indeterminate on an HCV 2.0 or HCV 3.0
strip immunoblot assay (HCV RIBA 2.0 or HCV RIBA 3.0 supplemental test, respectively)
supplemental test for HCV; or (3) as propoSed in § 610.48(d)(3), where the donor tested repeatedly
reactive for evidence of HCV infection on an' HCV EIA 1.0 screening test, with a signal to cut
off (S/CO) value less than 2.5 for at least two out of the three EIA tests (i.e., the initial EIA
_ S‘creening test and the duplicate retests) with no record of a suppleméntal test or multiantigen |
screening test for HCV performed on the repeatedly reactive sample or on a later sample from
the same donor ; or (4) as proposed in §610.48(d)(4), Where the donor tested repeatedly reactive -
for evidence of HCV infection on an HCV EIA 1.0 screening teﬁ, with a S/CO value equal to
or greater than 2.5 for at least two out of the three EIA tests or with no determination of S/

CO value for all three EIA tests, and with no record of a supplemental test or mulﬁanﬁgen screening
test for HCV performed on the repeatedly reactive sample or on a later samﬁle from the same
donor. (The S/CO value for each test result is calculated as the ratio of the absorbency value

obtained for the donor sample divided by the absorbency value for the cutoff in that assay run.)

B i
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As previously discussed in section I.C of this document, the PHS Advisory Committee met
on January 238, 1999, to consider options for expanding the targeted HCV *‘lookback”* program
to include recipients of blood from donors subsequently identified as repeatedly reactive by the
single antigen HCV EIA 1.0 screening test. Approximately 80 percent of the HCV EIA 1.0
repeatedly reactive donations were identified before the first confumatory test became available.
The PHS Advisory Committee concluded that it would be reasonable to hrmt the *‘lookback™’
for EIA 1.0 based on the S/CO value of the screening tests in cases where supplemental testing

had not been done and further testing of the original repeatedly reactive sample or a later sample

from the same donor was impractical. The PHS Advxsory Committee concluded that it would be — - -

appropnate to perform HCV “‘lookback’’ on a subset of the donors testing repeatedly reactive
on EIA 1.0 screening tests to capture the vast majority of the true positives and minimize the
unnecessary false recipient notifications. The requirements proposed in § 610.48(d) and (i) reflect
the PHS Advisory Committee’s recommendations for use of the S/CO value based on a critical
ratio of 2.5 in evaluating risk of HCV transmission under *‘lookback”’ circumstances identified
in the review of historical testing records. |

As discussed previously, the requirements of proposed § 610 .48(d) for review of historical
testing records to 1dent1fy pnor collections from affected donors are partmular to the testing methods
used and excepnons are specified in § 610.48(g), Exemption from quarantme Prior collections that
would not be identified as poss1ble “‘window period’* donations and would not requlre further

action are exempted from quarantme as descnbed in § 610.48(g)(3).

J. Proposed § 610.48(e), Quarantine and Consignee Notification Following the Review of Historical
Tesiing Records Based on Screening Performed Using a Multiantigen Screening Test

The purpose of proposed § 610.48(e) is to require (juaranﬁne éf prior collections that were
 identified in the review of historical testing records, bascd on a multiantigen screening test in
accordance with proposed § 610.48(c), until further testing is completed, if necessary, and the blood

establishment can make a determination to release the prior collections from quarantine (under
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. proposed § 610.48(j)(2)), or to destroy or relabel them (under proposed § 610.48(k)). Proposed

§ 610.48(e) would require blood establishments to quarantine certain prior collections until further
testing is completed to clarify the status of the prior collections, and w notify consignees so that
prior collections they hold can be quarantined. This requirement is intended to prevent the
transfusion of a prior collection ﬁom a donor identified in the review of records as being at
increased risk of transmitting HCV infection while further testing is performed.

Proposed § 610.48(e)(1) would require blood establishments to guarantine in-date prior
collections of blood and blood components collected from donors identified in the review of
records, under proposed § 610;48(c), while further testing is performed, as required in proposed
§610.48(h)(1) or as optional testing is performed in accordanée with § 610.48(h)(2).

As previously mentioned; some exceptions to quarantine are specified in proposed
~ §610.48(g)(2). Prior collections that meet the criteria under proposed §6!O.48(g)(2) would not
be suspected as ‘‘window period’’ donations and would be exempt from quarantine, as discussed
in following sections. If no exemption to quarantine applies, blood establishments would be required
to perform quafantine within 3 days of the date on which the establishment identifies a donor’s
repeatediy reactive multiantigen screening test. All idéntiﬁcaﬁon ﬁe:ﬂnmed in accordance with
§ 610.48(c) and the resulting quaraniine and notification must be cbnq)leted within a maximum
of 1 year from the effective date of any final rule resulting from this proposal. |

| Proposed § 610.48(e)(2) would require blood establishments, within 3-ca1éndar days of the
date on which thé donor’s repeétedly reactive multiantigen screening test is identified, to notify
consignees of the donor’s test results, including supf)lemental test results, if available, so that
consignees may quarantine all in-date prior collections of blood and blood components subject
to quarantine under proposed § 610.48(e)(1). FDA is specifically reqmng comments on the

appropriateness of the 1-year timeframe to complete all quarantine aa&mi‘iﬁcation.
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K. Proposed § 610.48(f), Quarantine and Consignee Notiﬁeation Following the Review of Records

Based on Screening Performed Using a Single Antigen Screening Test

The purpose of § 610.48(f), which parallels the requirements of § 610.48(¢), is to require
quarantine of prior collections that were identified in the review of historical testing records baseﬁ
on single antigen testing, in accordance with proposed.§ 610.48(d), until further testing is
completed, if necessary, and a determination can be made to release the prior collections from
quarantine (under proposed § 610.48(j)(3)), or to destroy or relabel them (under proposed'

§ 610.48(k)). Proposed § 610.48(f) would require blood establishments to quarantihe certain prior
" collections until further testing is completed to clarify the status of the priorieo'llectidn‘s', and to
notify consignees so that prior collections they hold can Be quarantined. This -requireinent is
intended to prevent the transfusion of a prior collection from a donor identified in the review

of records as being at increased risk of transmitting HCV infection while further testing is
éerformed.

Proposed § 610.48(f)(1) would require blood establishments to quarantine in-date prier
collections of blood and blood components from donors identified in the review of historical testing
records, under proposed § 610.48(d), while further testing is performed',’ as required in preposed
§ 610.48(i)(1) or as optional' testing is performed in accerdance with § 610.48(31)(2).

Under this proposal, blood establishments would be required to perform quarantine within
3 calendar days of the date on which the blood establishment identifies a donor’s repeatedly reactive
single antigen screening test. All identification performed in accordance with § 610.48(d) and the
fesulting quarantine and notification must be completed within a2 maximum of 1 year from the
effective date of any final rule resulting from this propbsal. As previously mentioned, some
exceptions to quarantine are specified in proposed §6i0.4_8(g)(3). Prior collections that meet the
criteria under proposed § 610.48(g)(3) would not be suspected as ‘‘window period” donations and

would, therefore, be exempt from quarantine, as discussed in following sections.
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Proposed § 610.48(f)(2) would require blood establishments, within 3-calendar days of the N
date on which the donor’s repeatedly reactive single antigen screening test is‘identiﬁcd, to nbtify
consignees of the donor’s test results, including supplemental test results, if available, so that
consignees may quarantine all in-date prior collections of blood and blood coihponents subject
to quarantine under proposed § 610.48(f)(1). FDA is specifically requesting comments on the
appropriateness of 3-calendar days proposed for completion of the quarantine of pﬁor ccllections
and consignee nntification under § 610.48(f) and the appropriateness of the 1-year timeframe to
complete all quarantine and noﬁﬁcation. |

Proposed § 610.48(f)(3) would requlre cons1gnees nonﬁed in accordance wnh proposed |
§ 610 48()(2) to quarantine all prior collections of blood and blood components subject to

quarantine under proposed § 610.48(f)(1), except as provided in proposed § 610.48(g)(3).

L. Proposed § 610.48(g), Exemption From Quarantine

Proposcd § 610.48(g) specifies which prior collections are not cuspected as bciﬁg window
period donatiohs and, therefore, are not subject to quarantine under proposed § 610.48(a), (e), and
(). Proposed § 610.48(g)(1) would exempt from quarantine certain prior collections oiherwise
subject to} quarantine under proposed § 610.48(a) when a donor tests repeatedly reactive on a
multiantigen screenixig test for evidence of HCV infectiAon.' Proposed §610‘.'48‘(g)(1)(i) is intcnded
to identify certain donations that are not suspected of being collected duriﬁg the *‘window period”’
because they were collected prior to the time a possible window period could have existed, and
would not be subject to quarantine under proposed § 610.48(a). Under proposed § 610.48(g)(1)(),
for donations collected more than 12 months prior to the donor’s most recent negative multiantigen
screening test, a high confidence level exists that no infection could have existed at thc'ﬁme of
donation and remain undetected by a screening test, and, therefore, blood establishments would
not be required to quarantine blood or blood componcnts “‘collected more than 12 months prior_

to the donor’s most recent negative multiantigen screening test when tested for HCV in accordance
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with § 610.40(a). An explanation of *‘window period”’ donations and a corresponding example
are provided ‘previously.i'n the description of proposed § 610.48(c):

In addition, proposed § 610.48(g)(1)(ii) would provide that when an appropriate licensed
supplemental test for HCV (discussed in this section IIL.L) is found to be negative and is completed -
within the 3-day time period provided for completion of quarantine and consignee notification,
quarantining of prior collections of blood and blood components from that donor would not be
required. Thus, if the Supplemental test is found negative within 3-calendar days after the date
on Wthh the donor tested repeatedly reacnve for evidence of HCV mfectxon (the nme prov:ded
| for completion of quarantine and consignee not;ti;:aﬁon), ther;wtgle repeatedly reactx_ve screening
test result would be interpreted as a ‘‘false positivé,” would not indicate HCV infection, and prior
collections from that donor would not be considered to be at increased risk of transmitting HCV.
If, however, the supplemental testing is completed more than 3 days after the date of the repeatedly
feactive screening test result (the time provided for completion of qumnﬁne and consignee
notification), the blood and blood components would be quarantined but could then be released
from quarantine if the supplemental test is negative, as provided in proposed § 610.48(j).

As specified in proposed § 610.48(g), the supplemental test must be appropriately chosen, i.e.,
the appropriately chosen supplemental test should contain all the antigens of the screening test
that was performed. Under proposed § 610.48(g)(1)(ii), if the repeatedly reactive screening test
was obtained using an HCV EIA 2.0 screening test, then an appropriate supplemental test would
be either an HCV RIBA 2.0 or an HCV RIBA 3.0. However, if the repéatedly reactive screenixig
test result was obtained using an HCV EIA 3.0 screening test, then the appropnate supplementa]
test would be an HCV RIBA 3.0. The HCV RIBA 2. O supplemental test would not be an
appropriately chosen supplemental test following an HCV EIA 3.0 scrgenmg test because the HCV

RIBA 2.0 supplemental test does not include all antigens contained in the HCV EIA 3.0 screening

test.

i A A e
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Proposed § 610.48(g)(2) ‘provides for exceptions from quarantine performed in accordance with
proposed § 610.48(e) following the review of historical testing records based on screening
performed using a multiantigen screeriing test. Similar to the ‘ﬁrovisiOn"s of proposed § 61"0.48‘(g)(’1),
proposed § 610.48(g)(2) is intended to exempt from quarantine those prior‘collections that are not
suspected as being collected during the ‘‘window period.”” Under propbsed §610.48(g)(2),’ prior
collections of blood and blood components would not be subject to quaraﬁﬁné under proposed
§ 610.48(e) if they meet any of the following criteria: (1) The prior collection was donated more
than 12 months prior to the donor’s most recent negative multiantigen screening test for evidence
" of HCV infection that preceded the repeatedly reactive screening test; or (2) records show that ™
the repeatedly reactive screening test result was obtainéd using an HCV EIA 2.0 screening test,
~ and either the original sample or a later sample from the same donor was tested and found negative
using an HCV RIBA 2.0, or an HCV RIBA 3.0 supplemental test or an HCV EIA 3.0 screening
test. (As previously discussed, a negative test résult on a single antigen EIA screening test for
HCV may not be used as the “‘most recent negative multiantigen screening test’’ and is not a
basis to limit the *‘lookback’ activity, as described previously, due to the limited sensitivity of
the HCV EIA 1.0 screening test); or (3) records show that the repeatedly reactive screening test
.result was obtained using an HCV EIA 30 screening test, and either the original sample or a
later sample from the same donor was tested and found negative using an HCV RIBA 3.0
supplemental test. | ' | |

Proposed § 610.48(g)(3) provides for exceptions from quarantine (performed in accordance
with proposed § 610.48(f) following the review of records based on screening performed using
a single antigen screening test. Similar to the provisions of proposed § 610.48(g)(1) and (g)(2),
proposed § 610.48(g)(3) is intended to exempt from quarantine those prior collections that are not
suspected as being collected during the *‘window period.”” Under proposed §6iO.48(g)(3), prior |
collections of blood and blood components would not be subject to quarantine snder proposed

§ 610.48(f) if they meet any of the following four criteria: (1) Records show that the repeatedly
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reactive screening test result was obtained using an HCV EIA 1.0 screening test, and either the
original sample or a later sample from ;he same donor was tested and found negative using an
HCV EIA 2.0 or an HCV EIA 3.0 screening test '(exempt'e.d under proposed § 610.48(2)(3)(i));
or (2) records show that the repeatedly reactive screening test result was obtained using an HCV
EIA 1.0 screening test, and either the original sample or a later sample from the same donor was
tested and found negative using a HCV RIBA 2.0 or a HCV RIBA 3.0 supplemental test (exempted
under proposed §610;'48(g)(3)(ii)); or (3) the dono; identified in accordance with proposed
§ 610.48(d)(1), as testing repeatedly reactive on an HCV EIA 2.0 or 3.0 screening test, was further .

tested using an HCV RIBA 2.0 or HCV RIBA 3.0 Subplemental test, using a fresh sample, or -
frozen sample from the repeatedly reactive donation and the result was negative (exempted under
§ 610.48(g)(3)(iii)); or (4) the donor identified in accordance with proposed § 610.48(d)(2), as
testing indeterminate on an HCV RIBA 2.0 supplemental test, was further tésted using either an -
HCV EIA 3.0 or a HCV RIBA 3.0 sui)plemental test using a fresh sample, or frozen sample ﬁom
the repeatedly reactive donation and the resulti was negative (exempted under proposed
§ 610.48(2)(3)(iv)). ‘

FDA is also proposing a conforming amendment to § 610.46(c), which specifies requirements
for exemption from quarantine for HIV “‘lookback,’” for consistency with the HCV *‘lookback’®
‘requirements by changing *“Whole Blood, blood components, Source Plasma and Source

Leukocytes’’ to *‘blood and blood components.’’

M. Propbsed §610.48(h), Further Testing Following Review of Historical Testing Records and

Consignee Notification Based on Screening Performed Using a Multiantigen Screening Test

- Proposed § 610.48(h) is intended to require that prior collections idéntiﬁed in accordance with
§ 610.48(c)(4) and (c)(5), based on multiantigen screening test results, either be further tested and
~ consignees notified so that blood establishments can determine if the pﬁor collection should be
released from quarantine (under § 610.48(j)), or destroyed or relabeled (under § 610.48(k)), and

if notification of transfusion recipients is necessary (under § 610.49(a)). In addition, blood




- establishments would have the option to perform further testing for prior collections identified
establishments, by 1 year from the effective date of any final rule resulting from this proposal,

to perform further testing to clarify the status of pnor collections collected from a donor xdenufied,
in accordance with § 610.48(c)(4) and (c)(S) as bemg at increased risk of transmxttmg HCV. |
Proposed § 610.48(h)(1) would require that further testing be performed as follows: (1) As proposed
in § 610.48(h)(1)(i)(A), if the repeatedly reactive test result was obtained using a licensed HCV

EIA 2.0 screening test, blood establishments would perform a licensed supplemental test for HCV

on a frozen sample from the repeatedly reactive donation, if it is available. If such a frozen sample - -

is not available, blood establishments would obtain a fresh sample from the donor and perform

a licensed supplemental test for HCV; or alternatively, (2) as proposed in § 610.48(h)(1)(i)(B),

41f the repeatedly reactive test result was obtained using a hcensed HCVEIA 20 screemng test,

| " ™lood establishments would perform a licensed HCV EIA 3.0 screening test on a frozen sample,

if it is available. If such a frozen sample is not available, blood establishments would obtain a

fresh sample from the donor and perform a licensed HCV EJA 3.0 screening test and a licensed
supplcmen‘tal test if the HCV EIA 3.0 screening test is repeatedly reactive; or (3) as proposed

in § 610.48(h)( 1)(ii), if the repeatedly reactive test result was obtained usirig a licen’scd HCV EIA
3.0 screening test, blood establishments would perform a licensed supplemental test for HCV on

"a‘ frozen sample, if available. If such a frozen sample is not available, blood establishments wculd
obtain a fresh sample from the donor and perform a licensed supplememal test for HCV; or (4)

as proposed in § 610.48(h)(1)(iii), blood establishments wou_ld make a determination that neither

a frozen sample from the repeatedly reactive donation nor a fresh sample from the donor is available
for further testing. For example, the blood establishment might make a determination that additional
testiﬁg is not possible because the sample was not stored properly, or the donor could not be

located or the donor declined further testing.
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Under proposed § 610.48(h)(2), blood establishments would have the option to perfomi further
testing on prior collections identified in accordance with § 610.48(c)(2) and (c)(3). This provision
would make it possible to clarify the status of the prior collections and, in some instances, based
on further testing, it might not be necessary to destroy the prior collections or notify transfusion
recipients. Under proposed § 610.48(h)(2), Blood establishments that have performed the review
of records and identified prior collections in accordance with proposed § 610.48(c)(2) or (c)(3)
of this section may further test a frozen sample from the repeatedly reactive donations or a fresh
sample froni the same donor by 1 year from the effective date of ény final rule resulting from
this proposal, as follbws: (1) As proposed in §610.48(h)(2)(i), if the donor was identifiedin =~~~
accordance with proposed § 610.48(c)(2) of this section as testing repeatedly reactive using an HCV
EIA 2.0 scfeening test, and indeterminate on a HCV RIBA 2.0 supplemental test, blood
establishments have the option to perform further testing using either an HCV EIA 3.0 screening
test or a currently available licensed supplemental test for HCV; or (2) as proposed in
§ 610.48(h)(2)(ii), if the donor was identified in accordance with proposed § 610.48 (c)(2) of this
section as testing repeatedly reactive using an HCV EIA 2.0 screening test, indeterminate on a
HCV RIBA 2.0 supplemental test, and repeatedly reactive on an HCV EIA 3.0 screening test,
blood establishments have the optibn to perform further testing using an appropriately chosen
licensed supplerhental test for HCV (refer to section L of this document that discusses proposed
§ 610.48(g) for more information regarding use of *‘an appropriately chosen supplemental test’’);
or (3) as proposed in § 610.48(h)(2)(iii), if the donor was identified in accordance with (c)(2) of
this section as testing repeatedly reactive using an HCV EIA 3.0 screening test, and indeterminate
on a HCV RIBA 2.0 supplemental test, blood establishments have the option to perform further
testing using an appropriately chosen licensed supplemental test for HCV; or (4) as proposed in
§610.48(h)(2)(iv), if the donor was identified in accordance with proposed §610.4'8 (c)(3) of this
section as testing repeatedly reactive using an HCV EIA 3.0 screening test, and negative on a

HCV RIBA 2.0 supplemental test, blood establishments have the option to perform further testing




using an appropriately chosen licensed supplemental test for HCV. Based on the results of the
further testing, the blood establishment can make a decision regarding the next appropriate Step
under proposed § 610.48(j), to release from Quaranﬁne, or under proposed § 610.48(k), to destroy |
or appropriately label prior collections, or under proposed § 610.49(a), to notify any transfusion
recipients. ' |

Under proposed § 610.48(h)(3), blood establishments would be required to notify consigneés
of the results of the additional testing, performed in accbrdance with proposed §610.48(h)(1) or |
(h)(2), upon completing the additional testing and prior to 1 year from the effective date of any
final rule resulting from this proposal. Blood establishments would be required to notify the
consignee of any risk of HCYV transmission that exists for such prior collections, based on the
results of the additional testing. If the prior collection was from a donor identified in the review _
of historical testing records in accordance with proposed § 610.48(c)(1) through (c)(5), and no
additional testing was performed, or if no sample was available for further testing,;as provided
in proposed § 610.48(h)(1)(iii), the blood establishment would be required, within 1 year from the
effective date of a final rule that results from this proposal, to.notify consignees of any risk of
HCV transmission for such prior collections.

The review of historical testing records identifies those donors whose test results indicate
some degree of risk of HCV transmission for prior 'cdl}ections. If the testing records do not include
supplemental testing, further testing of the original repeatedly reactive sampie ora ﬁeSh sample
from the donor is needed. The pﬁrpose of further testing is to provide the opportunity for blood
establishments to evaluate the test results andAdetermine the next appropriate step in the *‘lookback”’
process. Blood establishments must consider several significant issues when evaluating HCV
- screening and supplemental tests. Prior collections from donors who subsequently test positive or
indeterminate on 5 supplemental test for HCV (except donors testing indeterminate on a RIBA
3.0 supplemental test as described beiow), are at increased risk of u'ansmitting HCV. Prior

collections from such donors would be destroyed or relabeled as proposed in §610.48(k), or, if
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transfused, would trigger notification of recipients because of the increased risk of transmission
of HCV infecuon.

However, in the case of a donor whose screening test was repeatedly reactive by HCV EIA
2.0, if an indeterminate RIBA 2.0 supplemental test result is followed by a negative result on
an HCV EIA 3.0 screening test or an HCV RIBA 3.0 supplemental test, prior collections may
be released from quarantine, as proposed in § 610.48(j), and transfusion recipients need not be
notified. This release from qﬁarantine is based on current reseafch that indicates absence of

polymerase chain reactiori (PCR) reactivity for HCV RNA in HCV RIBA 2.0 indeterminate/HCV
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EIA 3.0 negatlve samples or in HCV RIBA 2.0 mdetermmate/HCV RIBA 3.0 negatxve samples
Conversely, prior collections from donors who subsequently test repeatedly reactive on an EIA
screening fest and indeterminate on an HCV RIBA 3.0 supplemental test must also be destroyed
or relabeled because they represent an increased risk of HCV transmission (under proposed

§ 610.48(k)). However, if these prior collections have bee’n transfused, consignee notification for
the purpose of recipient notification need not be performed (as noted in relevant sections of
proposed § 610.49(a)) due to infrequerit PCR positivity (only 1.6 percent) in HCV EIA 3.0
repeatedly reactive/HCV RIBA 3.0 indeterminate samples and infrequent (0.5 'p'ercent to 4 percent)

PCR reactivity in HCV RIBA 2.0 indeterminate/EiCV RIBA 3.0 indeterminate samples.

N. Proposed § 610.48(i), Further Testing and Consignee Notification Following Review of Records
Based on Screening Performed Using a Single Antigen Screening Test

The purpose of proposed § 610.48(i), which parallels the requirements of proposed § 610.48(h),
is to require that prior collections, identified in the review of historical testing records and based
on single antigen testing in accordance with § 610.48(d)(4), be further tested and cons1gnees notified
so that blood establishments can determine if the prior collections should be released from
quarantine (under § 610.48(j)), or destroyed or relabeled (under § 610.48(k)), and if notification
Qf transfusiqn recipients is necessary (uxidér § 610.49(a)). In addition, blood establishments would

have the option to perform further testing for prior collections identified in accordance with
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§ 610.48(d)(1), (d)(2), and (d)(3). Proposed §610 48(1)(1) would requlre blood estabhshments
* within 1 year of the effective date of any final rule resulting from this proposal, to perform further
testing to clarify the status of prior collections collected from a donor identified, in accordance
with § 610.48(d)(4), as being at increased risk of transmitting HCV.

Proposed § 610.48(i)(1) would require that further testing for donors identified in accordance
with proposed § 610.48(d)(4) be performed as follows: (1) As proposed in § 610.48(i)(1)(1), blood
establishments would be required to perform a licensed supplemental test for HCV on a frozen

sample from the repeatedly reactive donation, if available. If such a frozen sample is not available,

- blood establishments would be required to obtain a fresh sample from the donor and performa — - - -

licensed RIBA 3.0 supplemental test for HCV; or (2) as proposed under § 610.48(i)(1)(ii), blood
establishments would be required to make a determination that neither a frozen sample from the
repéatedly reactive donation nor a fresh sample from the donor is available for further testing.
For example, under certain circumstances, the blood establishment could make a determination
that additional testing is not possible because the sample was not stored properly, or the donor
could not be located or the donor declined further testing. | |

Under proposed § 610.48(i)(2), blood establishments would have the option to perform frlrther
testing on prior collections identified in accordance with §610.48(d)(1) and (d)(2)r This provision
would make it possible to clarify the status of the prior collections and, in some instances, based
on further testing, it might not be necessary to destroy the prior collections or notify transfusion
recipients. Under proposed § 610.48(i), blood estaolishments that have performed the review of
historical testing records and identified prior collections in accordance with proposed § 610.48
(d)(1) or (d)(2) of this section may further test a frozen sample from the repeatedly reactlve
donation or a fresh sample from the same donor by 1 year from the effective date of any ﬁnal
rule resulting from this proposa], as follows: (1) As proposed under § 610.48(i)(2)(i), if the donor
was ldentlﬁed in accordance with proposed § 610.48 (d)(l) of this section as testing repeatedly

reactive on an HCV ElIA 1 0 screemng test and repeatedly reactive on either an HCV EIA 2.0
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or HCV EIA 3.0 screening test, blood establishments have the option to perfoﬁn further 'testing
using an appropriate licensed supplemental test for HCV;; or (2) a.;, propbsed under §610.48(i)(2)(ﬁ),
if the donor was identified in accordance with paragraph (d)(2) of this section as testing repeatedly
reactive on an HCV EIA 1.0 screening test with an indeterminaie test result obtained using a
HCV RIBA 2.0 supplemental test, blood establishments have the option td perform further testing
using a currently available licensed supplemental test for HCV or an HCV EIA 3.0 screening |
test. If such optional further testing is performed using an HCV EIA 3.0 screening test and the
result is repeatedly reactive, blood establishments haye the additional option to perform further
testing using an appropriately chosen licensed supplenieﬁtal test for HCV;; or (3) as proposed under = - -
§ 610.48(1)(2)(iii), if the donor was identified in accordance with paragraph (d)(3) of this section
as testing repeatedly réactive on an HCV EIA 1.0 screening test with a S/CO value less than
2.5 for at least two out of the three EIA tests, and with no record of a supplemental test or
~multiantigen screening test for HCV performed on the repeatedly reactivé sample or on a later
sample from the same donor, blood establishments have the option to perform further testing using

a licensed multiantigen screening test for HCV or a licensed supplemental test for HCV.

Under proposed § 610.48(i)(3), blood establishments would be required to notify consignees
of the results of the.additional testing, perforined in accordance with proposed § 610.48(i)( I)or
(i)(2), upon cbmpleting the additional testing and prior to 1 year from the effective date of any
final rule resulting from this proposal. Blood establishments would be required to notify the
consignee of any risk of HCV transmission that exists for such j)ﬁor collections, based on the
results of the additional testing. If the prior collection was from a donor identified in the review
of historical testing records in accordance with proposed § 610.48(d)(1) through (d)(4), and no
additional testing was performed, or if no sampl¢ was available for further testing, as provided
.in propbsed § 610.48(31)(1)(ii), the bldod establishment would be required‘ to notify consignees,. .
within 1 year from the effective date of a final rule that results froni this proposal, of any risk

of HCV transmission for such prior collections.
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. O. Proposed §610.48(j), Release From Quarantine

The purpose of proposed § 610.48(j) is to identify those prior collections of blood and blood
components intended for transfusion or for manufacture into injectable products that have been
quarantined and further tested that may be released from QUarantine, based on the results of the
additional testing. Under proposed § 610.480)( 1), those prior collections subject to (juarantine under
proposed § 610.48(a) would be released for use only if the donor’s current, repeatedly reactive
sample is further tested using a licensed, supplemental test for HCV, as ‘requiredin proposed
§610.48(b), and the result of the supplemental test is negative. Because the negative supplemental
test result indicates that the repeatedly reactive screening test result was a “‘false positive,”” prior
collections from the donor are not suspected as being a possible window period donation, are

not at increased risk of transmitting HCV and therefore, may be released from quarantine.

Under proposed § 610.48(j)(2), prior collections subject to quarantine under proposed '
§610.48(e)(1) (as a result of the review of historical testing records and based ona mulnanngen
screening test) would be released from quarantine only if such prior collections were not suspected
as being *‘window’’ period donations. Such prior collections, if not exempt from quarantine under
proposed § 610.48(g)(2), would be released from quarantine if certain conditions are met as follows:
(1) As proposed in § 610.48()(2)(i)(A), if the donor’s testing records meet the conditions specified
in proposed § 610.48(c)(4) (repeatedly reactive HCV EIA 2.0 screening test without additional testv
results) add further testing was performed in accordance with §610.48(h)(1)(i)(A) on a frozen
sample from the repeatedly reactive donation or a fresh sample from the same donor, and the
result of the licensed supplemental test for HCV is neganve, or (2) as proposed in
§ 610.48()(2)(i))(B), if the donor’s testmg records meet the condmons speclﬁed in proposed
§ 610.48(c)(4) and the blood establishment performed further testmg in accordance with proposed
§ 610.48(h)(1)(i)(B) on a frozen sample from the repeatedly reacnve donanon ora fresh sample
from the same donor, using either a hcensed HCV EIA 3.0 screening test and the result is negatlve

or the result of the licensed HCV EIA 3.0 screening test is repeatedly reactive and further testmg
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is performed using a licensed supplerﬁental test for HCV and the result is negative; or (3) as
propo.sed in § 616.480)(2)(ii), if the donor’s testing records meet the conditions speeified in
proposed § 610.48(c)(5) (repeatedly reactive HCV EIA 3.0 screening test without additional test
results) and the blood establishment performed further testing in accordance with proposed
§ 610.48(h)(1)(ii) of this section on a frozen samp]e’ or a fresh sample from the same donor using‘

a licensed, supplemental test for HCV and the result_ is negative; or (4) as proposed in

§ 610.48(j)(2)(iii), if the donor’s testing records meet the conditions specified in proposed

§ 610.48(c)(2) (repeatedly reactive multiantigen screening test‘ and indeternﬁnéte supplemental test)
and the blood establishment performed further testing in accordance with proposed § 6."10.48(h)(2), "
and one of three conditions specified in proposed § 610.48(j)(2)(iii)(A), (G)(2)GiiXB) or (j)(2)(iii)(C)
applies. (Proposed § 610.48()(2)(iii)(A) addresses repeatedly reactrve sample that was tested using
an HCV EIA 2.0 screening test, or a later sample from the same donor that was further tested

in accordance with proposed §610.48(h)(_2)(i) of this sect_ion using either an HCV EIA 30 ecreening '
test or a licensed supplemental test for HCV and the result is negative. Proposed

§ 610.48(j)(2)(iii)(B) addresses the repeatedly reactive sample that was tested using an HCV EIA
2.0 screening test or a later sample from the donor that was further tested in accordence with
proposed § 610.48(h)(2)(ii) of this section using a HCV RIBA 3.0 and the result is negative.
Proposed § 610.48(j)(2)(iii)(C) addresses the repeatedly reactive sample that was tested using an
HCV EIA 3.0 screening test or a later sample from the same donor that was further tested in
accordance with proposed § 610.48(h)(2)(iii) of this section using a licensed supplementa] test for
HCV and the result is negatlve) or; (5) under proposed § 610 48(1)(2)(1v), if the donor’s testing
records meet the conditions specified in proposed §610.48(c)(3) (repeatedly reactive HCV EIA
3.0 screening test and indeterminate HCV RIBA 2.0 supplemental test) and further testing was
performed in accordance with proposed §610.48(h)(2)(iv) of this section o:r a frozen sample or

a fresh sample frorrx the same donor using a licensed supplemental test for HCV and the result

is negative.
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Under proposed § 610.48(j)(3), prior collections subject to quarantine under proéosed
§ 610.48(f)(1) (as a result of the review of historical testing records and based on a single antigen
screening test) would be released from quarantine only if such prior collections were not suspected
as being ‘‘window”’ period donations. Such prior collections, 1f not exempt from quarantme under
proposed §610 48(g)(3), would be released from quarantine if certain conditions are met as follows:
1) Under proposed § 610.48()(3)(i), if the donor’s testing records meet the conditions specified
in proposed § 610.48(d)(4) (repeatedly reactive HCV EIA 1.0 screening tést with an S/CO value
greater than or equal to 2.5) and further testing was performed in accordance with proposed
§610.48(i)(1)(i) on a fresh sample, or froZen sample from the repeatedly reactive donation \ising
a licensed supplemental test for HCV and the result is negative; or (2) under proposed |
§ 610.48()(3)(ii), if the donor’s testing records meet the conditions specified in proposed § 610.48
(dX(1) (repeatedly reactive HCV EIA 1.0 screening test and repeatedly reactive HCV EIA 2.0 or
3.0 screening test) and further testing was performed in accbrdance with proposed' §610.48(31)(2)(d)
on a fresh sample, or frozen sample from the repeatedly reactive donation and the result of the
appropriate supplemental test for HCV is negative; or (3) under proposed § 610.48G)(3)(iii), if
the donor’s testing records meet the conditions specified in p'roposed‘ §610.48 (d)(2) and further
testing (in the case of a repeatedly reactive HCV EIA 1.0 and indeterminate HCV RIBA 2.0
supplemental test) was performed in accordance with proposed § 610.48 (i)(2)(ii) on a fresh sample,
or frozen sample from the repeatedly reactive donatiox'l' and the result when further tested using
either an HCV EIA 3.0 screening test or a licensed supplemental test for HCV is negative; or
(4) under proposed § 610.48(j)(3)(iv), if the donor’s testing records meet thevconditions specified
in proposed § 610.48 (d)(3) (repeatediy reactive HCV EIA 1.0 with an S/CO less than 2.5) and
 further testing was performed in accordance with proposed § 610.48(i)(2)(iii) on a fresﬁ sample, -
or frozen sample from the repeatedly reactive donation and the result when further tested using

a licensed multiantigen screening test for HCV or a licensed supplementaj test for HCV is negative.
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FDA is proposing a conforming amendment to § 610.46(d), which specifies requirements for
release from quarantine for HIV ‘‘lookback,”’ for consistency with the HCV “‘lookback”® |
requirements by changing ‘‘Whole Blood, blood components, Source Plasma and Source

Leukocytes” to *‘blood and blood components.”’

P. Proposed § 610.48(k), Destruction or Labeling of Prior Collections Held in Quarantine

The pufpose of proposed § 610.48(k) is to identify prior collections that must be destroyed

or appropriately labeled, that is, those prior collections that are not exempt from quaxantme under

proposed § 610.48(g) and do not meet the conditions for release from quarantine in accordance ...

with proposed § 610.48(j). Proposed § 610.48(k) would require that blood establishments and
consignees take appropriate action for prior collections subject to quarantine under proposed
§610.48(a), (e), and (f). Blood establishments would be required to either destroy the quarantined
prior collections or appfopriately label the collections for in vitro use unless: (1) The prior collection
was determined to be exempt from quarantine in accordance with proposed § 610.48(g), or (2)
the prior collection was subject to release from quarantine under proposed § 610.48(j). FDA
recognizes there may be some limited uses for quar‘axitihed prior collections which are not suitablé |
for release from quarantine for the product’s original intended use. Such prior collections should
not be used for transfusion or for further manufacturing into injectable products. FDA recommends
that these prior collections be desﬁ-oyed 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, prior collections should be rélabeled consis;ent with §§ 606.121 and 640.70. In addition,
these prior collections must be relabeled as ‘‘Biohazard’’ with the cautionary statements as follows:
Collected from a donor who subsequently tested reactive fof anti-HCV. An increased risk of
transmission of hepatitis C is present.”’; in addition, the label must contain one of the following cautionary
statements, as appropriate: “‘Caution: For Further Manufacturing Into In-Vitro Diagnostic Reégents For

Which There Are No Alternative Sources.”” or “‘For Laboratory Research Use Only.
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FDA is proposing a conforming amendment to § 610.46, the HIV ““lookback’* requirements,
for consistency and to clarify the actions to be taken for prior collections subject to quarantine
under § 610.46(a). FDA is proposing to redesignate § 610.46"(.e)' as § 610.46(f) and to add new
§610.46(e) Destruction or labeling of prior colle(:tibns held in quarantine, consistent with this

proposal.

Q. Proposed §610.48(1)

Pfoposed § 610.48(1) specifies that actions taken under proposed § 610.48 do not constitute

— , a recall. This regulation is consistent with current § 610.46(e) applicable t6 the HIV ‘‘lookback’’ . .
requirements (as noted previously, FDA is proposing io redesignate paragraph (e) as paragraph
(). While there are similarities between the product recall process and “lpokback,” there are
several important différences: (1) The recall procedures described in part 7 (ﬁl CFR part 7) are
intended as a guideline while “‘lookback’” would be a regulatory requirement; (2) additional steps
are required in ‘‘lookback”’ which’ are ot ordinarily performed in a product recall; (3) because
each *‘lookback’’ would be iniﬁéted due to similar circumstances, a health hazard evaluation and
récall classification by the agency (see § 7.41) is unnecessary; and (4) the products being
quarantined may not be in violation of applicable laws (see § 7.40). FDA recognizes that a
“lookback” action does not mean that an establishment has erred or did not meet its obligations
under the regulations and the law in assuring the safety of the blood supply. Failure to take

appropriate action in accordance with the proposed “‘lookback’’ regulations, however, would be

a violation and FDA would take enforcement action, when appropriate, in such situations.

R. Proposed § 610.49(a), Hepatitis C Virus (HCV) *‘Lookback;*’ Notification of Transfus’ion:
Recipients | '

The purpose of proposed § 610.49 ié to identify the circumstances under which it is necessary |
to notify transfusion recipients; whoA‘is responsible for performing the notification; and tbe : |

timeframes for completing the notification process. The notification process is intended to result
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in the notification of transfusion recipients who have received prior collections of blood and blood
components from a donor later determined to be at increased risk of transmitting HCV ‘infection
because they are possible ‘‘window period” donations. Refer to the discussion in the description
of proposed § 610.48(c) for more information on “‘window period’” donations. As previously
discussed, there are two sets of circumstances which trigger ““lookback’’ activity. The noti
of transfusibn recipients would be performed as a result of: (1) The identification of a donor who
returns to donate again and tests repeatedly reactive for evidence of HCV infection on a licensed

multiantigen screening test (as Speciﬁed in § 610.48(a)) and further testing (performed as specified

in proposed § 610.48(b)) indicates an increased risk of &ansmitting HCV; or (2) the identification ™"
of a donor, as a result of the review of historical testing records (in accordance with proposed
§610.48(c) or (d)), and further testing (as shown in historical records or as performed under

proposed § 610.48(h) or (i)) indicates an increased risk of transmitting HCV. Undér the proposal, -
transfusion fecipien.t notification need not be performed for prior collections of Source Plasma

and Source Leukocytes, because they are intended for further ﬁlanufacnne and not for transfusion.

Proposed § 610.49(a), would require transfusion services to take appropriate actions, in accordance

' with §610.49(b) and (c), when a tranéfusion recipient has received blood or blood components,

from a donor later determined to be at increased risk of transmitting HCV infection as follows:

(1) The donof was identified in accordance with proposed § 610.48(a) and the result of the licensed,'
supplemental test performed in accordance with propbs’ed § 610.48(b) is positive; or (2) the donor
was identified in accordance with proposed § 610.48(c)(1), and the result of the supplemental test
identified in the review of records is poéitiye_; or (3) the donor was identified in accordance with
proposed § 610.48(c)(2), and the result of the supplemental test identified in the review of records

is indeterminate, unless either the hlstoncal testmg records or further testing (in accordance with

' _proposed §610 48(h)) show the mdetenmnate supplemental test result was obtained using a licensed
supplemental test, and the initial test result was determined to be a false positive because any

of the conditions for exemption from quarantine or release from quarantine have been met ; or
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~ (4) the donor was identified in vaccordance with proposed § 610.48(c)(4) or (c)(5) as testing
repeatedly reactive on a multiantigen screening test with no record of further testing and the result
of the licensed, supplemental test performed, in eccordance thh proposed § 610.48()(1)()(A),
(h)(1)(1)(B), or (h)(1)(ii) is positive; or (5) the donor was identiﬁed in accordance with proposed

' §610.48(c)(4) or (c)(5) as having no record of further testing and no fresh or frozen sample is
available for further testing, as specified in proposed § 610.48(h)(1)(iii); or (6) the domor was

identified in accordance with proposed §610.48(d)(1) u nless 'the”initial et v deteﬁrrined_

~ to be a false positive because any of the conditions for exemption from quarantine (under proposed

§ 610.48(g)(3)) or release from quarantine (under proposed § 610.48(j)(3)) have beenmet, or the

~ donor was further tested in accordance with § 610.48(i)(2)(i) using an‘appropxiat‘ely chosen
supplemental test for HCV and the result is negative or indeterminate; or (7) the donor was
identified in accordance with proposed § 610.48(d)(2) and the result of the supplemental test
performed using an HCV RIBA 2.0 or HCV RIBA 3.0 supplemental_ test is positive as identified
in the review of historical testing records; or (8) the donor was identified in accordance with
proposed § 610.48(d)(2), and the result of the supplemental test performed using HCV RIBA 2.0
is indeterminate, unless any of the condi'tions for exemption from quarantine (under proposed

§ 610.48(g)(3)), or release from quarantine (under proposed § 610.48(j)(3)) have been met, or the
donor was further tested in accordance with proposed §610 48(i)(2)(ii) usmg a licensed
supplemental test for HCV and the result is indeterminate; or (9) the donor was identified in the
review of historical testing records in accordance with proposed § 610.48(d)(3) (repeaiedly reactive
HCV EIA 1.0 with an S/CO value less than 2.5) and the result of the licensed, supplemental

test for HCV performed in accordance with proposed § 610. 48(1)(2)(111) 1s positive; or {10) the
donor was identified in the review of historical testing records in accordance with proposed
§610.48(d)(4) (as testmg repeatedly reactive on a single antigen screemng test with a ¥/CO value
equal to or greater than 2.5 for at Jeast two of the three EIA tests, or the S/ICO value caz not

be caIculated and wrth no record of further testing) and the result of the licensed, supplemental
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test for HCV performed in accordance with §610.48(i)(1) is positive; or (1 1) the donor was
identified in the review of historical testing records, in acco’rdance‘with § 610.48(d)(4), and no
record of further testing is available and no fresh or frozen s'ample is available for further testing,
as specified in l§ 610.48(i)(1)(ii). |
| FDA‘is proposing conforming amendments to HIV “‘lookback’® requirements of § 610. 47(a)
for consistency with the HCV *‘lookback’’ requirements of proposed §610 49(a) FDA is proposmg
to amend § 610.47(a) to clarify that transfusron services shall nonfy rec1p1ents of pnor collectlons
of blood and blood components from a donor later determined to be at increased risk of transrmttmg

HIV mfectlon when tested for evidence of HIV infection and the result of the additional tests

required in § 610.46(b) are positive.

S. Proposed § 610.49(b), Notification of Recipients of Prior Transfusion

Proposed § 610.49(b) describes the requirements for the process of notification of transfusion
- recipients. Under proposed § 610.49(b), consistent with requirements for notification in the HIV
“lookback’’ regulations in § 610.47, the transfusion service would either notify the physician of
record (i.e., the phySician of record or physician who ordered the blood) and ask him or her to
inform the recipient, or would notify the recipient directly. FDA recogrrizes that, under certain
circumstances, the physician may have developed an ongoing relationship with the patient and
may agree to take responsibility for notification and counseling. The transfusion service is
vultimately responsible for ensuring that the notification takes place. The transfusion service might
seek assistance in the notification process. For example, the transfusion service might determine
that such notification and counsehng would be best conducted by staff in another departrnent in
the hosprtal who may be better trained and expenenced In counseling patients. Under proposed
§610 49(b) and under the proposed conformmg amendment to §610.47(b), a transfuswn service
may elect to noufy the u'ansfusron recrpxent directly, without the assistance of the patient’s

physician of record. FDA specifically requests comment whether the transfusion service should
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be required to perform concurrent notification ‘of the physician of record whenever the transfusion
service notifies the transfusion recipient directly.

Pfoposed § 610.49(b) would tf.:IQuire‘the transfusion service to make a minimum of three
attempts to notify the transfusion recipient or the recipient’s physiéian of record. The time period
provided for completion of the recipient notification would be based on the date of donor testing
and the date of receipt of the supplemental test result from the blood establishment. Recipient
notification based on donor testing completed after the effective date of the regulation, as speciﬁéd
in the final rule resulting from this proposal, would be required to be completed within a maximum
~ of 12 weeks of receipt of the results of the donor’s sui:plemental test for HCV from the blood
establishment. Recipient notification based on donor testing completed prior to the effective date
of the regulation, as specified in the final rule resulting from this proposal (historical records of
donor testing), would be required to be completed within 1 year of receipt of notification of test
results from the blood establishment. FDA is proposing a longer period of time for completlon
of transfusion recipient notification based on donor testing completed prior to the effective date
of the regulation because such notification would be made as a result of the review of historical
testing records performed in accordance with proposed § 610.48(c) and (d), and it is possible that

a transfusion service could have a large number of notifications to complete. However, FDA

believes that the uaﬂsfusion ‘recipient notification process should begin and be completed as soon
as feasible because such a notification will not require a year to complete in all cases. FDA
recognizes that many blood establishments may be performing such transfusion recipient
notiﬁcatibns consistent wiih the recommendations of the June 1999 draft guidance. Therefore, FDA
believes that if a blood establishment has a limited number of transfusion recipient notifications

to perform as a result of this regulation, then the notifications could be completed in leés than

the 1-year period that would be pr'ovided,under this proposal. In addition, donors identified in
’accordanc’e with proposed § 610.48(c)(2) through (c)(5), and proposed § 610.48(d)(1) through (d)(4)
generally will be further tested by the‘: blood establishment in accordance Qvith §610.48(h) and
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(i), respectively. In those instances, FDA would require that the notification of recipients based
on such a licensed supplemental test, performed after the effective date of the regulation, be

compleied within 12 weeks of the date of receipt of the supplemental test result from the blood
establishment.

Under proposed § 610.49(b), the transfusion service would be responsible for the basic
explanation to the recipient, referral for counseling and further testing, and documentation of the
notification or attempts to notify the physician of record or the recipient, under § 606.160 of this
chapter. Under this proposal each establishment should have a well-desxgned system for
notification, and would need to develop SOP’s that describe each step in the nouﬁcatxon systemm S
as well as the required documentation. The SOP would address the need for documentation of
person(s) contacted, by whom, when and whether the transfusion recipient was notified directly,
'or the physician of record agreed to notify the recipient, and the outcorﬁe of the notification efforts,
including thé reasons for inability'to notify. | |

FDA is requesting comment on the appropriateness of requiring a minimum of three attempts
to notify affected transfusion recipients as proposed for HIV and HCV *““lookback.’” FDA is
proposing to increase the record retention requirement to 10 years (proposed § 606.160(d)) and

- to increase vthe length of time for which HIV and HCV *‘lookback’® must be initiated, from a

maximum of § years as currently required in § 610.46(a) for HIV *‘lookback’ (for HCV

“‘lookback’’ in proposed § 610.48(a)). In addition, FDA is proposing to require HCV “‘Jookback””
based on the review of available historical testing records (proposed § 610.48(c) arid (d)) for those
prior collections* * * * dating back indefinitely for computerized electronic records and to January
1, 1988, for other readily retrievable records.’” FDA specifically requests comment on the minimum
number of attempts which_shQUid be required to notify affected transfusion recipients identified

in the records that are more than 5 yéars old and \&ho, therefore, ‘migt'xt be more difficult to locate.
FDA also requests the submission of data which support a specific number of attempts to notify

affected transfusion recipients.
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FDA is proposing conforming amendments td HIV ““lookback’’ requirements of § 610.47(b)
for consistency with the HCV “‘lookback’’ requirements of propos?ﬁ § 610.49(b). FDA is proposing -
to amend § 610.47(b) to clarify that transfusion services havé the option of either notifying the
transfuﬁon recipient directly or notifying the recipient’s physician of record and asking hnn or
her to notify the recipient and that notification (based on donor testing completed after the effective

date of the regulation) must be completed within a maximum of 12 weeks.

T. Proposed §610.49(c), Notiﬁéation of Legal Representative or Relatiﬁe |
Proposed § 610.49(c) would require the transfusion service or physician to notify a legal
representative, ,designated in accordance with State law, if the transfusion rec'i‘pien.t has been
adjudged incompetent by fcl State court. In addition, if the transfusion recipient is competent, but
State law permits a legal representative or relative to receive the information on the recipient’s
behalf, proposed § 610.49(c) would require the transfusion service or physician to notify the
recipient, or his or her legal representative or relative. If the transfusion recipient is a minor at
the time of notification, the transfusion service would be required ‘to notify the recipient’s legal N
representative. Under proposed §610,49(c), reasons for notifying the recipient’s relative or legal
- representative on his or her behalf Wou!d be docume.nted, as required in thé recordkeeping
:'5-'3"'5i'*§f6visi'ons of § 606.160. Proposed § 610.49(c) would not i'equirey'nOtiﬁcat"ion efforts to continue
o 1f the recipient is deceased because, as previously discussed, direct percutaneous exposure to
infectious blood, particularly in the éettiné of drug abusé, accounts for the majority of HCV
infections acquired in the United' States. Secondary transmission of HCV to sexual partners, care
providers or others with close contact is very unlikely. |
FDA is proposing conforming mendmenm to HIV “‘lookback’’ requirements of § 610.47(c)
for consistency with the HCV ‘‘lookback’’ reéuirements of proposed § 610.49(c). FDA is proposing
to amend § 610.47(c) to clarify that transfusidn service or physician would be required to notify
the legal representative if the transfusion recipient is a minor at the time of notification and to

document the result of the notification or the attempts to complete the notification.
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U. Proposed § 610.49(d), Reference Tables

- Proposed § 610.49(d) includes four tables intended to assist in identifying the applicable
paragraphs of proposed §§ 610.48 and 610.49 and the corresponding ’’lookback’’ actions. In
particular, the requirements of proposed §§ 610.48 and 610.49 that are based on the review of
historical testing records require that many different testing sequences be addressed. These tables

- are intended to clarify the applicable sections and the corresponding steps of the ‘‘lookback’”

process that must be considered for a particular sequence of tests.

Table 1 identifies applicable sections for the ‘lookback’’ process based on current donor
testing, for donors identified in accordahce with proposed § 610.48(a). For example, a donor thavt.w‘m )
tests repeatedly reactive for HCV upon returning to donate again, would be identified by the blood
establishment in accordance with proposed § 610.48(a). Table 1 of proposed § 610.49 lists the
subsequent ‘‘lookback’’ actions that must be taken and the applicable regulations. Continuing wifh
this example, in addition to other ‘‘lookback’’ actions, table 1 shows that such a donor would
be further tested in accordance with proposed § 610.48(b), and prior collections could be released
from quarantine if the conditions of proposed § 610.48(j)(1) were met.

Tables 2, 3, and 4 of proposed §610.49 identify}applicable sections for the *‘lookback’’

| process based on _ﬁxe review of historical }‘t‘esting records. A different table appliés based on the
specific screening test that was performed. Table 2 identifies applicable sections based on the
review of historical testing records for donors identified in accordance with proposed § 610.48(c)
as testing repeatedly reactive using an HCV EIA 3.0 screening test. Table 3 identifies applicable
sections based on the review of historical testing records for donors identified in accordance with

proposed § 610.48(c) as testing repeatedly reactive using an HCV EIA 2.0 screening test. Table

4 of proposed § 610.49 identifies applicable sections bésed on the review of historical testing

 records for donors identified in accordance with proposed § 610.48(d) and tested using a single

antigen screening test, HCV EIA 1.0.
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Iv. Analysis of Impacts and Initial Regulatory Flexibility Analysis

FDA has examined the impacts of the proposed rule under Executive Order 12866, under
the Regulatory Flexibility Act (5 U.S.C. _601'—612), axid under the Unfunded Mandates Reform
Act (Public Law 104—4). Executive Order 12866 directs agencies to assess all costs and benefits
of available regulatory alternatives and, when regulation is necessary, to select regulatory
- approaches that maximize net benefits (including potential economic, environmental, public health
and safety, and other advantages; distributive impacts; and equity). The Regulaiory Flexibility Act
requires ‘agencies to analyze whether a rule may have a signiﬁcént impact on a substantial number
of small entities and, if it does, to analyze regulatory options that would minimize the impact.
Section 202(a) of the Unfunded Mandates Reform Act requires that agencies prepare a written
statement of anticipated costs and benefits before proposing any rule that may result in an
expenditure by State, local, and tribal governments, in the aggregate, or by the private sector,
of $100 million in any.one year (adjusted annually for inflation).

The 5gency has determined that the proposed rule may be a significant action as defined |
by the Executive Order. The analysis below details FDA’s estimate of the potential costs and
benefits of the rule. As described in the analysis that follows, the rule is likely to have a signiﬁcant
- economic effect on a substantial number of small entities. FDA has therefore prepared an Initial
Regulatory Flexibility Analysis. The Unfunded Mandates Reform Act does not requlre FDA to

prepare a statement of costs and benefits for the proposed rule, because the proposed rule is not

expected to result in any 1-year expenditure that would exceed $100 million adjusted for inflation.

~ The current inflation adjusted statutory threshold is about $110 million.

A. Economic In.zpaa

The purpose of the proposed rule is to help ensure the continued safety of the blood supply
and to help ensure that information is provided to consignees and recipients of blood products
in the event of a repeat donor’s seroconversion to positivity for hepatitis C. The proposed action

is considered necessary to interdict prior in-date collections at increased risk for transmitting HCV
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and to help assure that blood product recipients receive counseling and treatment if necessary,
as effective therapies become available for hepatitis C. The proposed rule will further support public
confidence in safety of the U.S.. blood supply, recognizing priorities for the reduction of infectious
. disease risks to transfusion recipients. The agency further notes that the costs and benefits of the
FDA and the Health Care Finance Administration (HCFA) rule are not additive, as the impacts

considered in the HCFA rule are also accounted for in the FDA rule.

1. The Number and Type of Entities Affected -

The proposed rule will affect establishments that collect, process, and ship blood and blood
components, and establishments that transfuse those products. The affected entities include
commercial plasma centers, regional and community blood collection or donation centers, hospitals
that operate blood collection centers, and facilities that transfuse blood products. The HCFA
estimates that there are approximately 6,200 transfusing facilities. FDA’s Office of Blood Research

and Review (OBRR) has a record of 2,801 registered blood and plasma establishments.

According to a 1992 survey (Ref. 3), US blood establishments collect an annual total of
13,794,000 units of blood. Allogeneic donations (not directed for a specific recipient) accounted
for 87.2 percent ( 12,035,000 units). Approximate'y 79 percent of allogeneic dopations are provided
by repeat donors. (This percentage is based.oln American Red Cross estimates based on donations
between January 1996 and June 1997.) FDA'’s analysis of the HCV *’lookback’’ rule focuses on
allogeneic donations by repeat donors, and the subset of those donors expected to test repeatedly
reactive in a screening test for evidence of HCV infection. As outlined in preceding sections of
. this document, the proposed rule includes a set of provisions for processes to be performed by |
blood establishments. In general terms, these p;dvisions concern donor recordkeeping, record
review, identification and quarantine of affected units for repeat reactive donors, notification of
consignees of unpooled products concerning the HCV status of affected units, and further testing

to confirm HCV positivity. The proposed rule also specifies requirements for blood product



54

consignees that relate to quarantine of in-date unpooled products based on blood establishment
notifications, and recipient notification when appropriate.

Plasma centers will be affected by the proposed rule only to the extent that these
establishments store and distribute unpooled units to consignees that alsc retain unpooled units
in their inventories. FDA currently has little information about the voluxlne} of unpoéled units
retained by plasma centers that would be affected by this proposal. Because this information is
essential for the estimation of economic impact, FDA requests detailed industry comment on current
practiées for recordkeeping and retention of unpooled units of plasma (including estimated numbers
of unpooled units), both at collection centers and the facilities to which these units are subsequently |
shipped. For the purpose of this analysis, FDA has assumed that most units will be pooled prior
to the initiation of any ‘‘lookback”’ activit)f and, therefore, that plasma establishments will be
minimally affected by the proposed rule. Plasma establishments similarly will not be affected by
the proposed requirements for review of historical testing records. FDA, therefore, assumes that
the primary impact on plasma establishmehts will involve the review of the propoéed regulation
by each establishment to determine how current facility SOP’s would be affected. |

With the exception of hospitals that both collect and transfuse blood products, ﬁost

_ establishments affected by the rule wi!liei;her act as a blood collection gstablishment orasa

cOnsignee‘(transfusion service), not as both. To distinguish the impact of the requirements for
blood establishments and for consignees, the rule provisions affecting each type of entity will be
treated separately in the analysis that follows. Table 1 of this document provides a summary of
the estimated one-time versus the yearly costs for blood establishments and blood product

consignees. The basis for these estimates are explained in sections IV.A.2 and IV.A.3 of this

document. v ,
TABLE 1.—~SUMMARY OF ESTIMATED ONE-TIME YEARLY COSTS FOR BLOOD ESTABLISHMENT AND -BLOOD PROOUCT
i oo CONSIONBBS i s iy
T i
 Biood Establishments 2600)

$2,875,040

Hepatits C Virus (HCV) “Lookback” Standard Operating Procedures (S
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TABLE 1.—SUMMARY OF ESTIMATED ONE-TIME YEARLY COSTS FOR BLOOD ESTABLISHMENT AND BLOOD PRODUCT

CONSIGNEEs—Contmued , ,
Affected Entities (number) ’_‘ One-'ﬁme Cost 1 Yearly Cost —
| Subtotal ) .. R O I 336‘114'“2 $4,558,442
_ oo B0
Puspsctvereview — 32,114,632
Historical Review , L o $50,106,540
Subtotal - | $52853004 | Satu4s

2. Estimated Impact on Blood and Plasma Establishments

Many of the provisions of the proposed rule will affect blood establishments. Each
establishment will need to review the provisions of the rule in order to reconcile current facility
practices for record review, sample quarantine, consignee notification and other related processes,
and donor and blood product recordkeeping, with the requirements' of the rule. FDA estimates
 the cost of performing such a one-time review and reconciliation of blood establishment SOP’s
to be approximately $1,027 per establishment, assuming that the review will require approximately
~ 40 hours per facility and be performed by a staff medical technologist (Ref. 4). This yields a
total one-time cost of $2,875,040. |

The proposed rule reqﬁires that blood establishments extend the retention period for required
processing records for blood donors from 5 to 10 years4 after the records of processing have been
completed or 6 months after the latest expiration date for the individual product, whichever is
alater date. FDA estimates that this provision will cost approximately $3,110,240 Vpe_r‘ year, ‘
assuming that routine maintenance of dgnoi' files for the additional period of time will require
approximately 40 hours of additional programming support time per facility per year, at a cost
of $27.77 per hour of programmer time, based ont 1997 Bufeau of Labor Statistics estimates (40

x $27.77 x 2,800).
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The proposed rule requires that blood and plaéma‘estab‘lishments act within 3-calendar days
of receiving the results of an FDA-licensed HCV test performed by a blood establishment or a
CLIA-certified laboratory, with repeatedly reactive HCV resﬁlts f‘or a repeat blood donor. The
establishment would retain the records for all in-date products and quarantine any in-date unpooled
product that remain in inventory, quarantine all in-date unpooled prior collections, and notify
consignees of the repeatedly reactive test result so that they may also quarantine any in-date
unpooled prior collections. However, prior collections made more than 12 months prior to the
last negative multiantigen HCV screening test are exempt from the required quarantine. Following
" the repeatedly reactive results of the initial screening tests, the blood establishment would be - -
required to notify consignees of the result of the more specific supplemental HCV test within
45-calendar days after the day on which the donor tests repeatedly reactive in a screéning test
for evidence of HCV infection. If the result of further testing with a licensed supplemental test
is negative, then the initial screening test result can be considered a. “‘false positive’’ and the in-
date prior collections can be released from quaraﬁtine.

FDA'’s estimated cost of these provisions is based on an estimated number of consignee
notifications multiplied by the unit cost of each notiﬁcatidn. First, the number of annual affected
- blood donations was calculated as the product of 12 million donations, an 80 percent repeat donor
rate, and a 0.12 percent HCV positive donor rafe. The resulting 11,520 figure was then adjusted
upward to 12,816 to reflect the difference found between the number of donors triggering |
““lookback’” and the component notifications reported as interim results from a recent survey
conducted by the Centers for Disease Control and Prevention (CDC) (Ref. 4). Assuming a cost
-of $113 per notification based on remarks from a representative of the nation’s blood banks (Ref.
5) yields a consignee notification cost to blood banks of $1,448,202 per year (12,816 x $113).
Thus, the prospective review in the proposed rule results in a yearly total cost of $4,558,442
(33,110,240 + $1,448,202) for blood establishments. These costs may be slightly understated,
because the CDC survey-based projections extend back only to 1988 records. Néverthéless, because
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the proposed rule requires pre-1988 searches only for *‘computerized electronic records,’” this
underestimate would be small.

The proposed rule would also require a review of historical testing records of donations
collected prior to the effective date of the rule. Blood establishments will be required to review
records from prior colléctions to identify donors that tested repeatedly reactive in a screening test
for evidence of HCV infection, for whom either: (1) There is no record of further testing, (2)
the donor tested indeterminate on a supplemental test for HCV (with some exceptiohs), or (3)
the donor tested positive on a supplemental test.‘The purpose of the record réview is to identify
prior collections from donors who are likely to be infected in order to notify recipients of such
donations, and qharantihe affected products that remain in inventory.

Following their review of historical testing records, blood establishments would be required
to d6 the following tasks. If the records show that the repeat donation, testing repeatedly reactive
in a screening test for evidence of HCV infection, was followed by an appropriate licensed
supplemeﬁtal test with conﬁrmeci negative results, no further action is needed. If the repeat
donatioxi, testing repeatedly reactive in a screening test for evidence of HCV infection, was followed
by a suppleihental test with confirmed positive results, the blood establishment would notify
" consignees of blood products from the donor’s prior donations and quarantine affected products
that remain in inventory. If the records show that the donation, testing repeatedly reactive in a
screening test for evidence of HCV infection, was followed by a supplemental test thh
indeterminate result, or there is no record of supplemental testing to determine the donor s HCV
status, the blood establishment would try to perform supple‘mental testing to clarify the status of
prior collections. If a frozen sample from the donatiqn testing repeatedly reactive in a screening
test for evidence of HCV infection is available, that sample would be used in suppiemental testing;
| othérwise, the blood establishment would attempt to contact the donor to obtain a fresh sample
for testing. If further testing with fresh or frozen samples is accomplished, the blood establishment

would be required to notify consignees of the test result. If no frozen sample is available and
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a fresh sample cannot be retrieved from the donor, the blood establishment would be required
to notify consignees of the results of the repeatedly reactwe screening test and the mabxhty to
clarify the donor’s HCV status. Within 1 year of the effective date of the final rule, blood
establishments would be required to perform the testing needed to clarify the status of prior
collections. Blood establishments would be required to notify consignees of HCV positive test
results within 45 days of completion of further testing performed as a result of the review of
historical testing records. If no further testing could be berformed, consignees would be notified \
within 1 year. | | |
. FDA’s estimate of the cost of performing the specified review of historical testing records
is based on the CDC estimate of 294,154 attempted notifications (188,448 during the period 1990
to mid-1992 and 105,706 during the period from mid-1992 to 1998) and the estirfxated cost of
$113 per notification (Ref. 5). This yields a one-time review cost of $33,239,402. Again, this
estimate does not account for pre-1988 computerized electronic records, but the agency believes
there are relatively few. |

In total, as sﬁown in table 1, FDA'’s estimates that blocjd collection agencies will incur
“Jookback’’ related one-time costs of about $36.1 million and annual costs of about $4.6 million.
- As the industry has already initiated this program, it is likely that the greater part 6f these costs
have already been ixicurred. |

3. Estimated Impact on Blood Product Consignees

The proposed rule would require that transfusion services (i.e., thsignees) notify transfusion
recipients who received prior collections from a donor at increased risk of transrmttmg HCV.
Recipient notification is included in both the prospective “‘lookback’’ and the review of hlstoncal
testing records to identify prior collections. The transfusion service may notify the physu:lan of
| - record or notify the rec1pxent dlrectly If the transfusion recipient is a minor or adjudged
incompetent by a State court, the transfusion service or physician would be required to notify |

the recipient’s legal representative. The proposed rule is expected to generaté one-time costs and
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some additional annual costs for blood product consignees. One-time costs include the development
of facility SOP’s for recipient notification. FDA assumes that these tasks will involve the review
of current SOP’s (e.g., for HIV “lookback”) and the adaptation or modification of current
procedures to address the provisions of this rule and estimates that they will require an average
of 16 hours per facility for facilities that act as consignees. The fevi‘ew would be performed by
a étaff medical technologist at an estimated cost of $25.67 per hour. Thus, FDA estimates the
tbtal one-time cost for the 6,200 transfusing facilities to be $2,546,464.

For notifications resulting from prospective donor testing and required quarantine, the required
notification effdrt would include a minimum of three attempts to notify the transfusion recipient
and would be completed within a maximum of 12 weeks of receipt from the blood establishment
of the results of the donor’s supplemental test for HCV. The agency'’s estimated cost of compliance
with provisions concerning the prospective review and recipient notification is based on the
previously described estimate of 11,520 annual affected donations. This figure was adjusted to
12,816 to reflect the CIjC survey finding that the number of components sent to transfusion
facilities exceeded the number of donors triggering *‘lookback’’ at blood centers by 11.2 percent.
The cost per attempted notification is estimated at $165 which reflects the average cost quoted
by a third party contractor for matching, notifying, testing, counciling, and documenting
“‘lookback”’ efforts for 6va- 100 hospitals (Ref. 6). Although the proposed rule does not specifically
require hospitals to perform testing and counciling services, many do. These assumptions yield |
an annual cost of $2,114,632 (12 816 x $165) for blood consignees to conduct prospective
“Iookback” activities.

Notifications resulting from the review of historical testing records and the identification of
prior collections are to be completed by the transfusion service within 1 year of receipt of
potification from the blood establishment. The recipiexit aotification provided by the transfusion
service would include a basic explanation to the recipient, referral for counseling and further testing

and documentation of the notification or attempts to notify the physician of record or recipient.
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The estimated one-time cost of recipient notification associated with the review of historical testing
records is $50,106,540. This is based on the CDC estimate of about 303,676 receipents identified
for notification (188,448 from 1990 to mid—1992 and 115,228 from 1990 to mid-1992), and the
average cost of $165 of staff time per component for recipient notification. Thus, FDA estimates
the total one-time cost to blood transfusion facilities to be $52,653,004 (32,546,464 + $50,106,540)

for conducting retrospective *‘lookback”’.

The cost of targeted HCV ““lookback’’ notification in the United States is expected to corripare
favorably with the experiences reported in earlier efforts, e.g., in Canada (Ref. 7), which were
likely based on less automated approaches to recordkeeping. Table 2 of this document shows the
cost of the HCV “‘lookback’’ per recipient notified, using CDC data to project various outcomes
of the *‘lookback’’ effort. As shown in table 2, the assumption that a total of 258,551 transfusion
recipients will be identified for notification through the historical ‘‘lookback’’ effort translates tb
an estimated one-time cost of about $642 per recipient identified. CDC further estimates that
approximately 57,885 will still be living and notified through the retrospecti\}e review. This estimate

implies a one-time cost of $1,440 per notified living recipient.
TABLE 2—ESTIMATED COST PER RECIPIENT NOTIFICATION =

pibhL i

Cost of “Lookback” and Notifica- | ot per Recipient Transfused Cost Per Recipient Notified
“Prospectve = | $6,673,0742 ' $658 $1,541
Historial , | $83,345,942 B $642 $1.440
! Excludes cost of developing SOP's.

2 Annual cost.

B. Benefits of the Proposed Rule

The proposed rule is intended to help ensure the continued safety and adequacy of the national
blood supply. Threats to the safety of the blood supply and the importance of a timely regulatory
response to assure public safety have been the focus of numerous review efforts in récent years,
by the U.S. House of Representatives Comrhittee on Government Reform and Oversight,
Subcommittee on Human Resources and Intergovémment Relations, the General Accounting Office,

IOM, and private organizations including the American Liver Foundation and the DHHS Advisory
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Committee on Blood Safety and Availability. The proposed *‘lookback’® effort provides benefits
both at the individual level of blood recipients and at a societal level, in terms of both the safety |
and continued adequacy of the national blood supply. The discussion that follows first addresses

individual level benefits and then considers societal benefits.

1. Individual Benefits of HCV “‘lookback’’

Over the past several years, the improved accuracy of HCV testing, the increased
understanding of hepatitis C outcomes, the value of counseling against risk behaviors that worsen
outcomes, and the advar;ces in treatment of HCV have collectively created a medical and ethical e
imperative to inform identified transfusion 1;ecipients of their HCV risk. Prior to the widespread
use of HCV screening of blood donors, transfusion was one of the most common modes of
transmission. Although patients with chronic hepatitis C may remain asymptomatic for a number
of years, the consequences of their disease are extremely serious. For example, CDC population-
based studies indicate that 40 percent of chronic liver diséase is HCV-reklated, resulting in an
estimated 8,000 to 10,000 deaths each year (Ref. 8). Current CDC estimates of medical and work-
loss costs of |all HCV-related acute and chronic liver diSease (including cases fesulting from blood

transfusion) are in excess of $600 million annually, and HCV-associated end-stage liver disease

..... 1s&;emostfrequentmdlcatlon for liver trans;iéhiaﬁoﬁ among adults. The cost of liver

- transplantation is estimated to be approximately $200,000 in the first year and $20,000 per year
for subsequent years; and the cost of treatment for hepatocellular carcinoma, another sequelae of
chronic liver disease, is estimated to be $10,000 per year (Ref. 9).

“Timely notification of HCV infection benefits the infected blood recipient in several important

ways. First, although factors predicting severity of liver disease due to HCV have not been well-
defined, recent data indicate that increased alcohol intake is associated with more severe liver

disease. According to CDC, even moderate amounts of alcohol in patients with chronic hepatitis

C might enhance liver disease. Consequently, an HCV-infected patient identified by the prdposed '
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““lookback’” program could minimize liver damage associated with alcohol consumption by
restricting his or her intake.

Next, while other percutaneous éxposures currently represent the most common means of
infection, some case-control studies have also reported a positive assdciatioﬁ with sexual contact
with a person with a history of hepatitis and acquiring hepétitis C. In fact, 15 to 20 percent of
the acute hepatitis C patients reported to CDC’s sentinel counties surveillance system have a history
of sexual exposure in the absence of other risk factors. Infected patients identified through the
proposed “‘lookback’” procedures coﬁld take steps to protect sexual partners from the risk of |
- foction, , , e .

Next, it is important to note that identified infected patients would benefit from treatment
with available therapies. Studies of patient characteristics and responsiveness to therapy indicate
that best results are achieved if treatment is initiated earlier in the disease, when patients are
younger and have not yet developed cirrhosis (Ref. 10). For example, Bennett et al. estimated
the cost effeétiveness of a single course (6 months) of treatment with alfa interferon and found
that patients at age 20 experience an averagé of 3.1 years of life gained' at $500 per year of life

extended (YLE); 30-year-old patients have an average gain of 1.9 years of life, at $7,100/YLE;

-~ patients Starting treatment at age 50 have 6 months of life gained at $7,100/YLE; and 70-year-

old patients gain an average of 22 days at $62,000/YLE (Ref. 11).

Next, care providers for the identified infected patient would be aware of the infection and
could use additional precautions to avoid the risk of exposure to blood or wounds when providihg
care to the patiént. Finany, identified infected patients would be informed that they must not donate
blood. -

Currently, the primary treatment for chronic hepatitis C is alfa interferon therapy (Ref. 12).

On average, of those patients who undergo interferon treatment, a reported 10 to 20 percent show

- asustained respohse after 6 months of therapy, and 20 to 30 percent a sustained response if therapy

is continued for 12 months. Although alfa interferon produces a wide array of adverse side effects
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(Ref. 13), and some patients experience a relapse of HCV infection despite therapy, the benefits
for patients identified for treatment through HCV “‘lookback’’ are’likely to continue to increase
as improved therapies are developed. In particﬁlar, combination therapy using alfa interferon plus

ribavirin has been reported to result in an improved outcome (Ref. 13).

In addition to the “‘lookback’” costs discussed previously, thé overall cost-effectiveness of
the proposed regulation will vary with the cost and effectiveness (i.e., cure rate) of therapy for
hepatitis C, and the cost of treatment for chronic liver disease and its sequelae in the absence
of, or with failure of treatment for hepatitis C. A single course of alfa interferon therapy has been
estimated to cost $2,300 (Ref. 9), but hepatitis C therapy is a rapidly changing area of clinical
practice and the cost-efféctiveness of treatment can shift dramatically with the introduction of new
drugs and the age distribution and the comorbidities of the population receiving treatment. An
illustrative example, however, can demonstrate the potential benefits of the increased therapies
that might result from this regulation. Although FDA cannot precisely determine the number of
HCYV positive individuals that would respond to the notification and seek medical consultation,
a projection derived largely from interim findings of the CDC survey indicates that retrospective
notification activities might identify about 3,764 cases of previously unidentified chronic HCV.
... This projecti_on assumes that about 22.4 percent of 258,551 potential recipients are notified, about

| 13 percent of those notified test positive for HCV, 66.7 percent of the HCV cases are not currently
known, and 75 percent of the HCV cases are chronic. Kim et al. (Ref. 9) found that, on average,
patients with chronic HCV gain 0.25 discounted (3 percent) quality adjusted life-years (QALY’s)
from 6 months of interferon- 2b treatment. (The authors do not provide estimates for any other

discount rates.) On this‘basis, the above assumptions imply that retrospective ‘“‘lookback’’ would
- gain a total of 941 QALYs, at a cost of about $88,573 per QALY.

There is no generally accepted means of valuing life-years saved, although a number of
empirical studies indicate a societal willingness-t;)-pay of from $1.6 million to $11.6 million to

avoid a statistical death. Assuming a mid-range estimate of $5 million and annualizing over a
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35-year period at 3 percent yields an annual value of $233,000. The above assumptions imply
that providing 6 months of interferon- 2b therapy to an additional 3,764 HCV-positive individuals
could produce societal willingness-to-pay benefits of $219 million. The additional discounted 3
percént) incremental cost of providing such therapy was estimated by Kim et al. to be about $1,000
per patient, which implies an additional treatment cost of only $3,764,000 (3,764 patients x $1,000).
Thus, by this measure, the individual benefits of retrospective HCV “‘lookback’* easily exceed
their incremental costs.

The benefits of the prospective ‘‘lookback’’ provisions can be similarly analyzed. Based on
the CDC interim findings, FDA assumed that prospective ‘‘lookback’’ notifications would be e
initiated for 10,894 transfused recipients, of which 48 percent would be successful, 5.4 percent
of those who are notified would test positive for HCV, 66.7 percent would be previously unknown,
and 75 percent chronic. Thus, 123 patients could potentially gain 0.25 QALY’s per year at a cost i
of roughly $217,011 per QALY. According to the monetization values described above, these health
gains could generate annual benefits of $7 .2 million, or roughly the level of the prospective
‘‘lookback’’ costs. |

The agency recognizes the substantial uncertainty that surrounds such estimates. For example,
_ medical cost-effectiveness studies sometimes assume a maximum societal value of about $50,000
per QALY. This modification would imply one-time retroépectiye ‘‘lookback’’ benefits of about
$47 million and annual prospectivé ““lookback’’ benefits of about $1.5 million, which would cover
over half of the estimated initial costs of compliance. In addition, the figures assume that the
distribution of recipient agesvwould reasonany match those of the Kim et al. study. vOthe‘r studies

of HCV treatment outcomes may project differently. FDA seeks public comment on the above

assumptions and estimates.

2. Societal Benefits of HCV “‘lookback’’

In addition to the direct benefits of medical treatment, the proposed *‘lookback’’ program

will help to boost confidence and trust in the national blood supply. Thus, HCV “‘lookback’’ will
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generate societal benefits that are incremental to the health benefits discussed above. Recent public
reviews of blood supply issues have recognized thé importance of assuring both safety and the
perception of safety. For example, reviews suggest that the public trust in the blood supply system
was severely éhaken by the transmission of HIV by blood products. This effect was exacerbated
by the perceived failure of blood collection centers, public health agencies, and health éare
providers to take timely action to prevent or minimize patient risk. The failu;‘e to institute an HIV
*‘lookback’’ program at an early date resulted in a number of cases in which transfusion recipients
were unaware of their infection, failed to seek treatment and subsequéntly infected others (Refs.
13 and 14).

VNow that information is available to identify and to offer counseling and treatment options
for those confirmed HCV-positive, FDA believes that the public trust demands the timely
communication of relevant risk information. Although the agency cannot accurately assess the
dollar value of this public trust or the potential impact of its loss, the following discuésion, considers
~ the cost of unfavorable shifts in public perception to be a potential indicator of the value of
stabilizing public trust in the U.S. blood system. The purpose of the discussion is to provide an
order-of-magnitude value assessment to which the esti;nated costs of HCV “‘lookback’’ can be
compared. |

Potential indicator of yearly cost: Changes in the blood donation patterns. The impact of
the AIDS epidemic on the perceived séfety of the nation’s blood supply is believed to have
contributed to the reduction in volunteer blood donations and to the dramatic increase in autologous
and directed blood donation in subsequent years. The IOM discussion of bioethical issues in risk
communication regarding the blood supply describes blood services as special because ‘“Trust is
perhaps uniquely important. You know pretty fast if you have lost the public trust because people
stop showing up to donate’’ (Ref. 17). This comment suggests two measureys‘ of the loss of publié
trust in the blood supply in the wake of the HIV/AIDS transfusions of the 1980°s: The reduction

in the volume of allogeneic blood donations and the substantial increase in the volume of
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autologous blood collections. These shifts have associated'opportunity costs and inefficiency costs.
Part of the observed changes in blood donation reflect tighter donor screening and more efficient
use of the patient’s own blood in scheduled surgery. But some of the shift is believed to reflect
a distrust of thé blood supply not warranted based on objective measures of disease risk. FDA
reviewed the extent of the blood donation decline’ that might be attributable to AIDS-related public
mistrust and asked whether a similar roupd of impacts might result if risk communication about
known HCVVexposures were perceived as inadequate by the general public.

CDC estimates that the number of donations per donor has dropped from five as recently
as 1992 to 1993, to two donations per donor in the period 1996 fo 1998. This trend was already
apparent in the survey findings of Wallace et al. published in 1995. Their .s-urvey comﬁared blood |
collections in 1989 with collections in 1992, and found that 904,000 fewer allogeneic units and
462,000 more autologous units of blood wére collected in 1992 compared with 1989. At an
estimated average price of $103 pér unit!, the reduction in (allogeneic) donations represents an
annual loss to fhe nation’s blood supply valued at $93.11 million. If the allogeneié donations yielded
more than one product per unit donation, the loss of potential supply would be greater;

Autologous blood collection presents less risk of infectious disease? but it is not generally
... considered to be cost-effective, since much of the collected product is ultimately discarded because
the patient does ndt require it. Of the estimated 1,117,000 autologous units collected in 1992,
a total of 546,000 was reported as discardgd. At an estimated average cost of $137 per unit!,
this represents an annual loss valued at $74.80 million. These discarded autologous units represent
a real cost incurred by either the hospitgl or other blood establishment (if unrecoverable), by the
third-party payer, or by the patient for a product that provided no therapeutic value. The most

recent data suggest that the volume of unnecessary autologous collections is starting to decline, ;

! The.estimates of $103 per allogeneic unit and $137 per autologous unit represent midpoint values in the
range of blood costs reported by S. L. Lee in *‘Patients’ Willingness to pay for Autologous Blood Donation’ in

Risk in Perspective, Harvard Center for Risk Analysis, vol. 6, No. 6, June 1988,
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with clinical practice changes and regainéd ‘public trust in the blood supply. Although the shifting
patterns of blood collections may largely reflect appropriate responses to actual blood safety riSks,

‘if even a fraction of the shifts result from misperceptions, due to perceived failures in government

and industry risk communication, then avoidable opportunity and inefficiency costs will be incurred.

FDA cannot assume that the failure to require notification of known exposures to hepatitis
C among transfusion recipients would produce a similar second round of blood supply shifts and
costs. However, hepatitis C has been characterized in the media, which influences public perception,
~ as being as lethal as AIDS (Ref. 18) and its prevalence is much greater. If timely communication
and support for patients, after inadvertent exposure to hepatitis C, were to eliminate as little as
15 percent of the yearly costs associated with the supply shifts described 'previ‘ously, this annual
saving of over $25 million would exceed the $19 million in total annualized compliance costs

estimated to be imposed by this regulation (calculated over 10 years at 7 percent).

3. Alternatives Considered for HCV “‘Lookback’®

FDA finds that the targeted ‘‘lookback’’ approach proposed is the most effective of several
alternatives when evaluated in terms of ethical, cost, and effectiveness criteria. The following
___provides a discussion of the alternatives that have been considered.

a. Alternative: Publication of FDA gdidance but no regulatory rgquiremént for* ‘lookbéck’ ’,
One alternative to regulation involves FDA taking no further action, as the agency has already
issued industry guidance concefning HCV “lookback’’. The principle advantage of this approach
would be the elimination of FDA expenses related to issuing and later enforcing the rule. However, W |
although the “‘lookback’’ process described in the guidance is much the same as that required
under the proposed rule, the approach would be less effective in achieving the desired benefits.
Because FDA would only recommend é process and timeframe, but have no basis for enforcing
it, some in industry may elect a more extended timeframe for performing the *‘lookback’’ based

on the review of historical testing records in order to spread the costs of this effort. Such delay,
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however, would increase each recipient’s risk of serious disease complications and speed the spread
of infection.

For blood establishments, a potential cost of such delay would be the risk of litigation by
blood recipfents who discover through other means that they have contracted hepatitis C through
transfusion. The risk of litigation, however, appéars relatively small. Blood-product related injuries
have been removed from the scope of strict liability law by blood shield laws in 47 of the 51
jurisdictions in this country. Although these laws may protect society’s interest in assuring an
, adequate blood supply by shielding providers and manufacturers from liability claims in instances
where due care is taken, they have also made it difficult and often impossible for individuais
to obtain compensation for infections acquired from blood or blood products. A review of
transfusion associated AIDS litigation for the period 1984 through 1993 (Ref. 20) reports only
a handful of cases based on faiiure of a blood establishment to perform ‘‘lookback’’ and none
were reported won by a plaintiff on this basis. The adoption of an approach involving agency
informal action based on the expectation of industry self-regulation to solve problems has been
strongly criticizéd in the IOM review as inadequate to protect the public in the context of HIV/.
AIDS. FDA believes this view is similiarly applicable to HCV. | |
- b. Alternative: Use of general *‘lookback. f’. An alternative to targeted “‘lookback’’ is an
apprbaéh referred to as “‘general lookback.”” This apbroach would be implemented through the
gen—eral broadcagt and other public media and regional medical organizations. The program would
be aimed at all pétients who received blood before the ‘ons'et of screening, with the recommendation
that they be tested for evidence of infection. Physicians participate in the program by recommending
that previouély transfused paﬁents be tested for HCV. The program often includes a letter campaign
td all previously transfused patients (regardless of the HCV status of the blood donors) from
hospitals and 6ther blood consignees who performed the transfusion service.

The cost and ultimate effectiveness of general *‘lookback” would vary depe’nding on the

program structure. All of the general ‘‘lookback’’ approaches involve reduced costs for blood
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collection centers, because the identification of infected donors. would no longer be required.
Nevertheless, if the general ‘‘lookback’” involves a consignee letter c‘ampaign, the record review
needed to identify current addresses for all transfusion reCipi;ents could be as great or greater than

that required to identify only those recipients of blood products who are at higher risk of HCV.

A recent Canadian effort involving general letter “‘lookback’’ is estimated to have cost $1,654
per identified and confirmed positive recipient ($2,123 including HCV testing) (Ref. 7). Another
Canadian hosbital had completed a general letter “lookback"’ for HCV when the Canadian Red
Cross Society began targeted ‘‘lookback’’ in 1995. By April of 1998, at least 13 new seropositive
mrecipients had been identified by targeted “lookback” x;/ho were missed by general “‘lookback.”” |
As a result, targeted ‘‘lookback’’ raised the number of HCV-positive recipients tested at that

hospital by at least 9 percent over general *‘lookback.”

A general approach without letter notification can be less costly. A 1990 electronic media
program in Cincinnati, for example, was estimated to have cost the blood center only $13,370,
or $209 per identified positive recipient; although the authors note that *‘costs to the notified
' fepipients may far exceed those of the Center"” (Ref. 19). Despite the vigorous public information
. campaign, less than 5 percent of these.recipient.s sought testing (Ref. 24). The CDC also is
" undertaking a program of general “‘Jookback’* media activities, but evidence of effectiveness is
not yet availab)e. |

At this time, FDA believes that although general *‘lookback’’ may be less costly, it is unlikely
to communicate the relevant risk message to the majority of affected transfusion recipients. The
effectiveness of a general “‘lookback’’ program requires that patients: (1) Be reached by the
program, (2) be aware of the transfusion episode, and (3) seek testing even though the average
risk per recipient is small. Experience' suggests that a substaﬁtial share of patients and families
are not aware of earlier transfusions. A review of general “‘lookback’” efforts in Canada, for
| example, found that 25 to 32 percent of pediatric patients and their families were unaware of

an earlier transfusion. FDA agrees that general ‘‘lookback’’ activities can be important, particularly
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by réaching the popuiation ai risk due to parenteral drug use or other risk behaviors not involving
bldod transfusion. General‘ “‘lookback’” activities can also reinforce the effeétiveness of targeted
“‘lookback.”” The agency believes, however, that by itself, general *‘lookback’’ does not adequately

inform all affected recipients of blood transfusions.

C. Proposed: Use of targeted ‘;lookback.” The ““lookback’” provisions of the proposed rule
can be characterized as a “‘targeted lookback’’ program, meaning that the notiﬁcation of infection
risk is limited to or targeted at individuals identified as recipients of blood frc;m donors
subsequently found to be infected with HCV. Targetéd ““lookback’’ requires that the transfusion
service be aware that the donor subsequently tested positive; donor and product disposition records
be available to link blood components with the identified donors, and the physician or transfusion
service know the recipient’s current whereabouts. Blood consignees would locate recipient records
for all transfused uﬁits from an affécted donor, and have current recipient or physician address
information available so that notifications can be delivered. Ideally, the recipient will still be alive

and be able to receive testing and treatment, if appropriate.

Recent experiences among Canadian facilities implementing HCV “‘lookback’’ suggest that
the effectiveness of targeted “Iobkback” may vary, depending on the extent to which these
_ conditions for success hold true within a community. for example, a Canadian Red Cross Center
in Tofonto reportéd that although able to identilfy‘5.301 affected components, trace 3,209 of those
to hospitals, obtain responses for 2,807 (87 percent) of the units, and identify 2,437 as having
been transfused, the establishment found that 45 percent of the transfused patients had already
- died. Of those remaining, only 184 patients (8 percent of the transfused) were finally tested as
a result of the ‘‘lookback’” effort, although as many as 68 percent of those tested were found
to be HCV positive (Ref. 21). I

Despiie the difficulties of implementing targeted “‘lookback,”” FDA concludes that it remains
a valuable means of reaching patients at high risk for HCV. As noted previously,’a comparisdn

of Canadiaxi efforts in targeted ‘‘lookback’’ versus general *‘lookback’’ through physician and
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public education found that a large number of targeted patients and families were unaware of
the transfusion episode. These recipients would not have been reached through the general

*“lookback’” effort (Ref. 7). Similar experiences have occurred with HIV *‘lookback’’ efforts (Ref.

A22).

C. Small Business Impact

Because of the lack of information to characterize the relevant volumes of affectéd blood
and plasma products, the impact on those establishments and consignees that might qualify as
small entities is uncertain. The FDA has’thetefore prepared an Initial Regulatory Flexibility |
~ Analysis. The blood establishments‘ and blood product consignees affected by the proposed rule
are inciuded under the major SIC (standard industrialization classification) group 80 for providers
of Health Services. According to Section 601 of the Regulatory Flexibility Act of 1980, the term
“‘small entity’’ encompasses the terms ‘‘small business,”” ‘‘small organization’’ and “‘small
governmental jurisdiction.”” According to the Small Business Administration (SBA), a small
business within the blood industry is an enterprise with less than $5 million in annual receipts.
A small organization is a not-for-profit enterprise which is independently owned and operated and
is not dominant in its field. A ‘‘small governmental jurisdiction’’ .generally means governments
of cities, counties, towns, townships, villages, school districts, or special districts, with a population
of less than 50,000. | |

The FDA registry of blood establishments does not provide an indication of the size of the
registered entities. Although uncertain, it is likely that some smaller facilities may experience
signiﬁéant costs as a result of compliance with the proposed rule. According to the 1996 directory
.of the Ameﬁcan Association of Blood Banks (AABB), only 34 regional and community blood
centers have annual revenues of less than $5 million and each collect no more than 30,000 donations
per year. Based on their survey of the blood industry in 1992, Wallace et al (Ref. 3) estimate
an annual total of 12,035,000 units of allogeneic blood were collected by blood establishments.

Each small blood center would therefore account for approximately 0.2 percent (30,000/12,035,000)
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of all collections. Assuming that the one-time and annual costs of HCV *‘lookback’’ for blood
collection facilities (see table 1 of . section IV of this document) will be proportionate to the volume
of collections, this implies that the small centers would each experience a one-time cost of
approximately $72,229 ($36,114,442 x 0.002) and yearly costs of approximately $9,117 ($4,558,442
x 0.002). Based on an estimated average price of $103 per allogeneic unit (see footnote 1) this
one-time cost would represent approximately 2 percent ($72,229/($103 x 30,000)) of annual average
revenues. The yearly costs of on-going prospective “‘lookback’’ would represent approximately
0.3 percent of average annual revenues ($9,117/($103 x 30,000)).

Hospitéls are expected to be the primary entity affected by the proposed requirements for
transfusion services, but the extent of the small business impact is uncertain. Although the details
of transfusion activities at hospitals are not available, FDA examined other data to develop a
preliminary assessment of small business impact. The size of U.S. hospitals varies substantially.
The 1998 American Hospital Association (AHA) survéy data indicate a total of 5,134 U.S.
registered community hospitals grouped into eight bed size categories. The average annual revenues
for facilities in these bed size categories range from approximately $5.5 million to $513 million.
Howe§er, since many hospitals are not-for-profit or are operated'by state and local governments,
_..the SBA annual receipts criteria for small businesses would not apply to these facilities. Of the
5,134 U.S. community hospitals included in the AHA report 1,330 are under the control of State
and local government, 3,045 are nonprofit institutions and the remaining 759 are reported to be
investor_—qwned.

The number of hospitals that would meet at least one of the various ‘SBA definitions for
small entities is uncertain. According to the AHA statistics for 1998, the smallést reported hospital
size category includes 262 hospitals with 6 to 24 beds, and total gross revenues of $1.43 billion,
yielding average revenues of $5.46 million. FDA assumes that the 11 facilities reported to be
investor-owned within this bed size category could qualify as small entities. Although it is possible

that all nonprofit hospitals may qualify as small entities, it appears that a number of facilities
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might be excluded from that definition because they are reported to be hospitals in a system.
According to the AHA survey definition, ‘‘hospitals in a system’” refer to those ‘hospitals
ﬁelonging to a corporate body that owns and/or manages health provider facilities or health-related
subsidiaries; the system may also own non-health-related facilities’” (Ref. 23). The AHA currently
has record of 1,592 hospitals that are non-Federal and nonprofit (including State and local
government controlled) that are hospitals in a system. If these facilities were excluded, FDA
estimates that 2,783 (1,330 State and local + 3,045 nonprofit — 1,592 in-a-system) non-Federal,
nonprofit hospitals may qualify as small entities. Thus, a total of 2,794 (2,783 + 11) hospitals
might qualify as small entities. -

The agency does not know how many of the estimated affected transfusion recipients received
’their transfusion as part of care provided at a hospital qualifying as a ‘‘small entity.”” The following
analysis of potential impact by size of hospital suggests that, regardless of hospital size, the cost
impact may be limited if the number of affected transfusion recipients is proportionate to the
number of inpatient surgeries performed by hospitals in different size categories. Table 3 of this
~ document estimates the percentage of all inpatient hospital surgeries, based on the number of
| inpatient suféeries reported to AHA as performed by hospitals in different bed size categories.
This percentage is used to estimate a share of the total 303,676 -retrospective recipient notification
activities initiated by hospitals in each category. The npmber of transfusion recipients to be
contacted per hospital within a bed size category is based on the total estimated recipients per
bed size category divided by the number 6f hospitals reported for each category. These estimates

are presented in the right-most column of table 3. (Note that estimated values are rounded).

TABLE 3.—ESTIMATED NUMBER OF AFFECTED BLOOD RECIPIENTS PER HOSPITAL, BASED ON ESTIMATED NUMBER OF
FACILITIES AND DISTRIBUTION OF IMPORTANT SURGERIES BY HOSPITAL SiZE CATEGORY (

. )— Estimated Percent In- | Estimated Share of Re- | Estimated Recipients
Bed Size Category Non-Federal Hospitals patient Surgeries cipients per Hospital
. Bto24 262 0.2t 627 2
25 to 49 906 202 6,121 7
50 10 99 1,128 6.03 18,315 16
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Table 4 presents estimates of the cost per hospital, which are derived from estimates of the

number of transfusion recipients per hospital (as shown in table 3) ‘and the estimated notification

cost of $165 per recipient. To provide additional perspective on relative impact, table 4 includes

the notification cost shown as a percentage of average annual gross revenues per hospital. The

notification cost is estimated to be approximately 0.01 percent of the average annual gross revenues

for every size category.

TABLE 4.—ESTIMATED NOTIFICATION COST AS A PERCENT OF GROSS ANNUAL REVENUE, BASED ON ESTIMATES OF

AVERAGE ANNUAL HOSPITAL REVENUE

Cost per Hospital for G Annual R Notification Cost as
Bed Size Ca! Retrospective Notifica- | 2r0SS Annual Blevenue | po ooy of Gross An-
egory tion ‘ per Hospital nual Revenue
61024 $395 $5.459 million 0.01 percent
25 to 49 $1,115 $12.606 million 0.01 percent
50 to 99 $2,679 $27.711 million 0.01 percent
100 to 199 $7.256 $74.803 million 0.01 percent

A similér analysis of the yearly cost impact of prospective on-going notification, that would
involve an estimated 12,816 affected compdnents distributed across all hospitals, produces costs
per hospital per year ranging from $17 per facility for the smallest hospital size category, to
apbroximately $1,936 per facility for hospitals in the 500 + bed size category. For all bed size

categories, the estimated yearly costs represent less than one-thousandth of a percent of average

annual revenues.

These findings of the Initial Regulatory Flexibility Analysis suggests that the relative cost
impact may be fairly consistent across hospitals of different sizes, if the number of affected
transfusion récipients per hospital is proportionate to the number of inpatient surgeries performed
by hospitals in different size categories. However, the distribution of affected transfusion recipients
across hbspitals of different size and types of ownership is currently unknown. Because this
 information is essential for the estimation of the economic impact on small entities, FDA requests
industry comment on the anticipated numbers of affected transfusion recipients, the ability to trace

transfused products, and the volume of transfused products handled by consignees, particularly

those that can be classified as small entities.
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- In general, it is expected that the regulatory costs for blood establishments will be a function
of the volume of donors, the number of donations testing repeatedly reactive in a screening test
for evidence of HCV infection, the volume of donor blood cbmponents that must be traced, the
quality of facility recordkeeping and the number of differént consignees to which the collection
facility distributes blood products. These factors are likely to be larger and generate higher potential
costs for largef blood establishments. Yet careful screening is already in place in most facilities,
which will minimize the number of affected units over time. It is similarly expected that transfusing
facilities will already have recordkeeping systems and SOi”s Ain place that can be readily adapted
" to HCV ““lookback.”” Also, recordkeeping and procedures to support targeted ‘‘lookback’’ for HIV
are expected to provide a ready capability to trace donations and components affected by the
proposed rule. FDA anticipates therefore that most of the information infrastructure needed for
HCV *“lookback’” will already be in place for both blood establishments and blood transfusion
services. For both types of establishments, the cost of compliance will primarily involve additional
staff time.

. As described earlier, FDA has considered several alternatives, and considers that a targeted

“lookback’’ will be the most effective approach to céntacting affected recipients of HCV-infected

......blood products. However, within that approach the agency allows for flexibility in the facility’s

inqlividual approach to compliance, to help minimize the resource impact. For example, the
particular design and systems for record-keeping and standard operating procedufes developed in
response to the proposed rule are under the control of the facility, as is the approach taken to
notification. This will enable each faci.lity to develop procedures that are most appropriate and -
cost-effective given the resources available. In addition, the agency has specified a limited time
frame for notification, and a maximum required number of attempts, in order to provide a clear
endpoint to facility efforts related to the *‘lookback.”’

Alﬁough FDA has obtained initial estimates of the number of blood centers that would be

classified as small entities, the égency currently does not have data on the distribution of repeat
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donors, donations testing repeatedly ‘reactive in a screening test for evidence of HCV infection,
and affected blood components, for those establishments that would qualify as small business
entities. Because this information is essential for the estimation of the economic impact on small
businesses, FDA requests industry comment on the current recordkeeping, the ability to trace

products, and the volumes of donation units and components handled by these facilities.

V. The Paperwork Reduction Act of 1995

This proposed rule contains information collection provisions that are subject to review by ‘
~ the Office of Management and Budget (OMB) under the Paperwork Reduction Act of 1995 (the
PRA) (44 U.S.C. 3501-3520). The title, description, and respondent description of the information

~ collection provisions are shown in section V of this document with an estimate of the annual
reporting and recordkeeping burden. Included in this estimate is the time for reviewing the
procedures searching existing data sources, gathering and maintaining the data needed, and
completmg and reviewing each collection of 1nformat10n

FDA invites comments on: (1) Whether the proposed collection of information is necessary |
for the proper performance of FDA'’s functions, including whether the information will have
practical utility; (2) the accuracy of FDA'’s estimate of the burden of the proposed collection of
information, inclu.ding the validity of the methodology and assumptions used; '(3) ways to enhance
the quality, utility, and clarity of the informationto be collected; and (4) ways to minimize the
burden of the collection of information on respondents, mcludmg through the use of automated
collection techmques when appropnate and other forms of information technology.

Title: Reporting and recordkeepmg reqmrements within Current Good Manufacturing Practices
for Blood and Blood Components: Notification of Consignees and Transfusion Recipients Receiving
Blood and Blood Components at Increased Risk for Trahsrrﬁtﬁhg HCV Infection (“‘lookback’”).

Description: This proposed rule would require that blood establishments prepare and follow
written procedures when the blood establishments have collected Whole Blood, blood components,

Source Plasma, and Source Leukocytes later determined to be at risk for transmitting HCV
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infections. Under the proposed rule, blood establishments would be required to include procedures
tha; are similar to procedures now in effect for HIV ‘‘lookback’’ (§§ 610.46 and 610.47), for
clarifying the status of the donor who later tests repeatedly reactive in a licensed screening test
for HCV, quafantining prior collections from such donors, and notifying transfusion recipients,
as appropriate, based on further testing of the donor. When a donor who previously donated blood
is tested in accordance with § 610.40 on a later donation, and tests repeatedly reactive for antibody
to HCV, the blood establishment would be required to perform a supplemental test using a licensed
test, and notify consignees who received Whoie Blood;.blood components, Source Plasma, and
Source Leukocytes from prior collections so that appropriate action is taken. Blood establishments -
and consignees woﬁld be required to quarantine previously collected Whole Blood, blood
components, Source Plasma and Source Leukocytes from such donors (some exemptions apply), .

and where appropriate, consignees would notify transfusion recipients.

Under the prbposed rule, blood establishments additionally would be required to perform a
one-time retrospective review- of historical HCV tésting records that will identify prior collections
from donors at increased risk for transmitting HCV. The retrospective review of HCV testing
records would be limited to a period of time that is 12 months prior to the last negative licensed
multiantigen screening test, whenever there is a record of such a prior test. Blood establishments
would be required to notify consignees of the risk of HCV transmission that exists for prior
collections based on the retrospective review of HCV testing records and the results of the
supplemental HCV testing performed before or as a result of the retrospective review of testing
records. Blood establishments would notify consignees of the risk of HCV transmission that exists
for prior collections from a donor who tested‘ repeatedly reactive on a screening test for HCV
and for whom the blood establishment has no recofd of further testing and further testing is
impractical or infeasible (an exception may apply). Under this proposal, cénsignees would notify

‘the transfusion recipients.
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FDA is also proposing conforming amendments to certain provisions of §§ 610.46 and 61047,
the HIV “‘lookback’” regulations (61 FR 47413, September 9, 1996). The proposed revisions to
§§ 610.46 and 610.47, discussed under the coi‘responding sections of this proposal, are intended
to clarify and provide consistency between the HIV and HCV ““lookback’’ requirements but do
not include a requirement for the retrospective review 6f historical HIV testing records. .The agency
is issuing this proposed rule to help ensure that the blood supply continues to be safe, that
information is provided to useré of blood and blood components, and that transfusion recipients

of blood and blood components at risk for transmitting HCV will be notified, as appropriate.

Descrz’ptién of Respondents: Blood establishments (Business and Not-fbr-Profit) and ‘
consignees of blood establishments, iﬁcluding hospitals, transfusion services and physicians.

The total reporting and recordkeeping burden for the first year is estimated to be 492,148
hours. However, of this tofal approximately 470,237 hours would be expended on a one-time basis
for establishing the written procedures and doing the one-time retrospective review of historical
HCV testing records. Therefore, 21,911 hours is estimated as the ongoing annual burden related
to this proposed regulation. The total ongoing annual burden for blood collection facilities under
§§ 610.46(a), 610.46(b), 610.47(b) and 606.160(b)(1)(viii) for HIV ‘‘lookback’’ is estimated to be
- 1,843 hours. The total ongoing annual burdén for blood collection facilities under |
§8 610.48(a)(1)(ii), 610.48(b), 610.49(b), 610.49(c) and 606.160(b)( 1)(viii) for HCV “‘lookback’’
is estimated to be 20,698 hours.

Based on information previously discussed in section IV of this document, there are
approximately 2,800 FDA registered blood establishments in the United States that collect
approximately 12 million allogeneic donations annually. The CDC estimates there are
approximately 9,628,000 donations from repeat donors per year. The following reporting and

recordkeeping estimates are based on information provided by industry, and FDA experience.
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1. HIV Reporting Burden

In table 5, it is estimated that approximately 3,500 repeat doﬁors (an annual average of 1.25
repeat donors per establishment) will test repeatedly reactive on a screening test for HIV. Under
proposed §§ 610.46(a) and (b), this estimate results in 3,500 notifications of the HIV screening:
test results to consignees by blood establishments for the purpose of quarantine of affected units,
and another 3,500 notifications to consignees of subsequent test results. FDA estimates an average
~ of 10 minutes per notificatioh of consignees.

* In addition, it is estimated that 180 transfusion services not subject to HCFA regulations will
be required under § 610.47(b) to notify physicians, or in some cases recipients, an average of 0.14
times per year resulting in a total number of 25 notifications. The estimate of one-half hour for
notifications under § 610.47(b) is based on the rrﬁnimum 'requiremént of three attempts to notify
recipients by transfusion services. FDA estimates that each repeat donor has donated two previous
times and two components were made from each donation. The estimates for HIV ““lookback’’
provided in the tables differ from the estimates for HIV “‘lookback’’ provided in a notice published
in the Federal Register of November 4, 1999 (6‘4FR 60212) because FDA has new, updated

information from industry representatives from which to base its estimates.

2. HCV Reporting Burden

Bésed on the interim results from a recent CDC sﬁrvey (ref. 4), CDC estimates that 11,520
repeat donors per year would test repeatedly reactive for antibody to HCV. Under proposed
§§ 610.48(a)(1)(ii) and 610.48(b), blood establishments would ndtify the consignee two times for
each of the 12,816 ‘components prepared from these donations, once for quarantine purposes and
~ again with additional HCV test results for a total 25,632 notifications as an annual Ongbing burden.
Under proposed § 610.49(b) and (c), FDA estimates that approximately 6,200 transfusion services

would notify two recipients annually.
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A. HCV One-time Reporting Burden |

Based on estimates from CDC, FDA expects that for the one-time retrospective review of
historical testing records, as many as 303,676 blood components would be at increased risk for
transmitting HCV. For each of these products, under §§ 610.48(e)(2), 610.48(f)(2), 610.48(h)(3)(i)
and (ii), and 610.48(31)}(3)(i) ;md (ii), blood establishments would notify consignees to quarantine
these products and report additionai HCYV test results to consigneee, and, under § 610.49(b) and
(c), consignees would notify transfusion recipients or recipients’ physicians of record. CDC
eStimated that there could be approximately 258,125 transfusion recipients that would be notified
after a one-time retrospective review of historical test results for HCV screening. 'fhe numbers
in the hours per response column are based on FDA’s knowledge and experience regardihg

notification.

B. HCV Ongoing Annual Reporting Burden

- Under § 610.49(b) and (c), it is estimated that transfusion services may be expected to notify.
approximately 10,894 transfusion recipients per year, as previously discussed. The estimated
average 0.5 hours to complete notification under §§ 610.47(b), 610.49(b) and (c) is based on FDA’s
- knowledge and experience. The estimates of 13 hours, 5,447 hours, and 129,063 hours, respectively,

allow for a consignee to make up to three attempts to complete the notification process.

3. HIV and HCV Recordkeeping Burden

In the recordkeeping charts, the numbers in the hours per record column are based on FDA'’s
estimate of the time to complete one recofd. FDA estimates that it will take blood collection
facilities approximately 40 hours to esteblish the written procedures proposed under
§ 606.100(b)(19) and consignees approximately 16 hours to establish written procedures in
accordance with proposed § 610.49(b) and (c). In table 7, the estimate ef 154 recordkeepers and
175 total annual records are based on the estimate that the HIV *‘lookback’’ requirements of

§610.47(b) are already implemented voluntarily by more than 95 percent of the facilities, which
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collect 98 percent of the Nation’s blood supply. FDA estimates that it takes transfusion services

approximately 10 minutes to document and maintai;i, the records to relate the donor with the unit

number of each previous donation. The time required for recordkeeping under § 606.160(b)(1)(viii)

is estimated to be approximately 10 minutes for each HIV or HCV repeatedly reactive donation

record and approximately 10 minutes per transfusion recipient record required under §§ 610.47(b)

and 610.49(b) and (c).

FDA estimates the burden for this collection of information as follows:
TABLE 5.—ESTIMATED ANNUAL REPORTING BURDEN'

21 CFR Section No. of Respondents Anpr;c:a;?g‘a)ggggcy T°ta;:::s‘fs' Re- | Hours per Response Total Hours -
610.46(a) 2,800 125 3,500 17 600
610.46(b) 2,800 1.25 3,500 A7 600
610.47(b) 180 0.14 25 .50 13
610.48(a)(i)(ii} 2,800 4.6 12,816 A7 2,179
610.48(b) 2,800 46 12,816 A7 2,179
610.49(b)and {c) 6,200 2 10,894 .50 5,447
Total 11,018
" 1There are no capital costs or operating and maintenance costs associated with this collection of information. '

TABLE 6.—ESTIMATED ONE-TIME REPORTING BURDEN!

21 CFR Section No. of Respondents A"p"e‘:a&g:ggesgw gg;a‘:oﬁ"dggﬂ Hours Per Response Total Hours
610.48(e)(2) 2,800 41 115,228 1 11,523
610.48(f)(2) 2,800 67 188,448 A1 18,845
610.48(h)(3)(i) and (h)(3)(ii) 2,800 41 115,228 .1 11,523
610.48(i)(3)(i) and (i)(3)(ii) 2,800 67 188,448 1 18,845
610.49(b) and (¢ 6,200 42 258,125 5 129,063
Total : 189,799

*+There are no capital costs or operating and maintenance costs associated with this collection of information.
TABLE 7.—ESTIMATED ANNUAL RECORDKEEPING BURDEN'
. No. of Record- Annual Frequency of Total Annuat

21 CFR Section Koepers Record?(qeepiq% Records Hours per Record Total Hours

606.160(b)(1){vili)
HIV 154 1.14 175 A7 30
HIV 2,800 1.25 3,500 A7 600
"HCV 2,800 8 25,632 47 4,357
606. 160(b)(1)(vili) 6,200 4 25,632 7 4357
610.49(b) and (c) 6,200 2 12,816 a7 2179
Total . 11,523
1 There are no capital costs or operating and maintenance costs associated with this collection of information. T
TABLE 8. —ESTIMATED ONE-TIME RECORDKEEPING BURDEN!

21 CFR Section No.kcmrd- Freqol:de:‘ecg‘g:’?ec- Total Records Hours per Record Total Hours
606.100(b)(19) 2,800 1 2,800 40 112,000
606.100(b){19) 6,200 1 6,200 16 99,200
606.160(b){1)(viil) 2,800 108 303,678 - 0.08 24,294
606.160(b){1)(viii) 6,200 49 303,678 0.08 24,294
610.49(b) and (c) 6,200 42 258,125 0.08 20,650
Total 280,438

1 There are no capital costs or operating and maintenance costs associated with this ooliection of information.
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There are no capital costs or operating and maintenance costs associated with this collection of.

B

_ information.

In compliance with the Paperwork Reduction Act of 1995 (44 U.S.C. 3507(d)), the agency
has submitted the information collection provisions of this proposed rule to OMB for review.
Interested persons are requested to submit written comments regarding information collection by
[insert date 30 days after date of publication in the Federal Register], to the Office of Information
’and Regulatory Affairs, OMB (addrf:ss abox)e), Attention: Wendy Taylor, Desk Officer for FDA.

VI Request for Comments _ A - o , e

Interested persons may submit to the Dockets Management Branch (address above) written -
comments regarding this prbposed rule by [insert date 90 days after date of publication in the
Federal Register] . Two copies of any comments are to be submitted, except that individuals
may submit one copy. Comments are to be identified with the docket number found in brackets
in the heading of this document. Received comments may be seen in the office above between

9 a.m. and 4 p.m., Monday through Friday.

VIL Proposed Effective Date

o The"é'geﬁ(:y ié'prciposing that any final rule that may issue based upon this propoéed rule
become effective 180 days after its date of publication in the Federal Register.
VIIL. Referenc&

Thé following references have been placed on display in the Dockets Management Branch
(address above) and may be seen by interested persons between 9 a.m. and 4 p.m., Monday through
Friday. | | |
L Alter, M., “‘Epidemiology of Hepatitis C,”” Hepatology, 26:625-65S, 1997.

2. Alter, M., ‘‘Epidemiology of Hepatitis C,”* Hepatology, 26:625-65S, 1997.



| 83
3. Wallace, E. L., W. H. Churchill, D. M. Surgenor, J. An, G. Cho, S. McGurk, and L. Murphy,
““Collection and Transfusion of Blood and Blood Components in the United States, 1992,”" Transfusion,
35: 802-812, 1995.
4. Alter, M., CDC Survery Interim Results.
5. MacPherson, J., America’s Blood Centers, ‘‘Advisory Committee on Blood Safety and Availability’’

Tenth Meeting, vol. II, p. 7.
6. Quattrocchi, R., Home Access Health Corp.
7. Goldman, M., S. Juodvalkis, P. Gill, and G. Spufll, ‘‘Hepatitis C Lookback,” Transfusion Medicine

Review, vol. 12, No. 2: 84-93, 1998.

8. U.S. Department of Health and Human Services, Center for Disease Control and Prevention,
“‘Recommendations for Prevention and Control of Hepatitis C Virus (HCV) Infection and HCV-Related
| Chronic Disease,”” Morbidity and Mortality Weekly Report, vol. 47, No. RR-19, October 16, 1998.

9. Kim, W. R.; J. J. Poterucha, J. E. Hermans, T. M. Themeau, E. R. Dickson, R. W. Evans, and
1. B. Gross, *“Cost-Effectiveness of 6 and 12 Months of Interferon-alfa Therapy for Chronic Hepatitis
C,”” Annals of Internal Medicine, vol. 127, No. 10, November 1997.

10. Davis, G. L., and J. Y. N. Lau, *‘Factors Predictive of a Beneficial Response to Therapy of
: Hepatitis C,”” Hepatology, vol. 26, No. 3, Suppl.1: 1225-126s.

11. Bennett, W. G., Y. Inoue, J. R. Beck, J. B Wong, S. G. Pauker, and G. L. Davis, *‘Estimates
of the Cost-Effectiveness of a Single Course of Interferon-alfa2b in Patients with Histologically Mild
Chronic Hepatitis C,”” Annals of Internal Medicine, vol. 127, No. 10, November 1997.

12. National Institutes of Health‘ (NIH) Consensus Development Conference Panel Statement:
Management of Hepatitis C,’Hepatology, vol. 26, No. 3, Suppl. 1:2s-10s, 1997.

13. Dusheiko, G., *‘Side Effects of Alpha Interferon in Chronic Hepatitis C,”” Hepatology, vol. 26,
No. 3, Suppl. 1:112s-119s, 1997. '

14 J; G. Mcﬁutchison et al., New England ]ourn‘almofMediéih‘e; 339: 1485, 1998.



84

15. Leveton, L. B., H. C. Sox, Jr., and M. A. Stoto, editors, HIV and the Blood Supply: An Analysis
of Crisis Decisionmaking, Chapter 7, Institute of Medicine, National Academy Press, Washington, DC,
1995, |

16. Ottosen, J. S., The Blood Conspiracy: How to Avoid Getting AIDS and Hépatitis in a Transfusion,
Aspen Leaf Press, Woodland Park, CO, 1993. |

17. Moreno, J. D., “Aftitudes Toward Risk: The Right to Know and the Right to Give Informed
Consent’’ in Blood and Blood Products: Safety and Risk, Institute of Medicine, National Academy Press,
Washington, DC, 1996.

18. Groopman, J., “Thé Shadow Epidemic®® The New Yorker, Mayv 11,1998. -

19. Zuck, T. F., G. A. Rose, U. J. Dumaswala, N. J. Geer, “Expéricnce with a Transfusion Recipient |
Education Program about Hepatitis C.”’ Transfusion, vol. 30, No. 8, 761, 1990. |

20. Kern, J. M,, and B. B. Croy, *‘A Review of Transfusion-Associated AIDS Litigation: 1984 Through

1993,"" Transfusion, vol. 34, No. 6, 1994,
21. Wall, A., W. Lau, J. Lewis, J. A. Chiavetta, S. Mohammad, and R. Herst, “‘Hepatitis C Virus

(HCV) Targeted.Lookback Program,’’ Transfusion, vol. 37 Suppl. s392, 1997.

22. Gill, M. J., D. Towns, S. Allaire, and G. Meyers, ""Tr'an-sniiSé'iOn of Human Immunodeficiency
____Virus Through Blood Transfusion: The Use of Lookback and Traceback Approaches to Optimize Recipientk
Identification in a Regional Population,” Transfusion, vol. 37, 513-516, 1997, ‘

23. Healthcaré InfoSource, Inc., a subsidiary of the American Hospital Association, Hospital Statistics,

1998 ed., Chicago IL.
24. AuBuchon, J., *‘Public Health, Public Trust, and Public Decision Making: Making Hepatitis C

Virus Lookback Work,”’ Transfusion, vol. 39, p. 124, 1999.
List of Subjects

21 CFR Part 606

Blood, Labeling, Laboratories, Reporting and recordkeeping requirements.
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21 CFR Part 610

Biologics, Labeling, Reporting and recordkeeping requirements.
Therefore, under the Federal Food, Drug, and Cosmetic Act and the Public Health Service
Act, and under authority delegated to the Commissioner of Food and Drugs, it is proposed that

21 CFR parts 606 and 610 be amended as follows:

PART 606—CURRENT GOOD MANUFACTURING PRACTICE FOR BLOOD AND
BLOOD COMPONENTS

1. The authority citation for 21 CFR part 606 continues to read as follows:

Authority: 21 U.S.C. 321, 331, 351, 352, 355, 360, 360j, 371, 374; 42 U.S.C. 216, 262, 263a, 264.
- 2. Section 606.100 is amended by revising paragraph (b)(19) to read as follows:

§606.100 ‘Standard operating procedures.

* * * * *

(b) * * *
(19) Procedures in accordance with §§ 610.46 and 610.48 of this chapter to look at prior

~ donations of blood and Blsbdwcy:omponents from a ddndr who has donated blood and subsequently
tests repeatedly reactive for evidence of human immunodeficiency virus (HIV) infection or hepatitis
C virus (HCV) infection when tested in accordance with § 610.40 of this chapter or when a blood
establishment has been made aware of other test results indicating evidence of HIV or HCV
inféction. Procedures to quarantine in-date blood and blood components, intended for further
manufacture into injectable products that were obtained from such donors; procedures to notify
consignees regarding the need to quarantine such products; procedures to determine the suitability
for releaSe of such products; procedures to notify consignees of blood and blood components from
such donors of the results of the HIV and HCV testing'berfonned on such donors; ﬁrocedures

in accordance with §§ 610.47 and 610.49 of this chapter to notify physician of record so that
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recipients of transfusion with blood or blood components are informed that they may have received

blood or blood components at increased risk of transmitting HIV and HCV, respectively.

* * * * *

3. Section 606.160 is amended by revi’sing paragraph (b)(1)(viii) and the second sentence

of paragraph (d) to read as follows:

§606.160  Records.

* * * * ok

(b) * ¥
( 1) ¥ %k ok
(viii) Records of quarantine, consignee notification, further testing, transfusion recipient

notification, and disposition performed under §§ 610.46, 610.47, 610.48, and 610.49 of this chapter.
* * * * * |

(d) * * * The retention period shall be no less than 10 years after the records of processing
have been completed or 6 months after the latest expiration date for the individual product,

- _whichever is the later date. * * *

* * * * *

PART 61Q—GENERAL BIOLOGICAL PRODUCTS STANDARDS
4. The authority citation for 21 CFR part 610 continues to read as follows:

Authority: 21 U.S.C. 321, 351, 352, 353, 355, 360, 371; 42 U.S.C. 216, 262, 263, 263a, 264.

5. Section 610.40 is amended by adding paragraph (g) to read as follows:

§610.40  Test for hepatitis B surface antigen.

* * * * *
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(g) For a donor whose test result for HIV or HCV is repeatedly reactive when tested in

accordance W1th paragraphs (@), (¢), and (d) of this section, or when a blood establishment has
: been made aware of other test results 1nd1cat1ng evidence of HIV or HCV infection, the blood

establishment shall comply, as applicable, with §§ 610.46, 610.47, 610.48, and 610.49.

6. Section 610.46 is amended by revising the section heading and paragraph (a), the heading

for paragraph (b), the first sentence of paragraphs (b) and (c), and paragraph (d); by redesignating

- paragraph (e) as paragraph (f); by revising newly redesignated paragraph (f); and By adding new

paragraph (e) to read as follows:

§610.46 Human lmmuhodeﬁciehcy Virus (HIV) “Lookback;” quarantine, consignee
notification and further testing.

(a) Quarantine and consignee notification. (1) All blood and plasma establishments shall take
appropriate action when a donor of blood or blood components tests repeatedly reactive for
evidence of HIV infection on a screening test in accordance with § 610.40(a), or when the blood
establishment has been made aware of other test results indicating evidence of HIV infection,
provided the testing was performed by a laboratory certified under the Clinical Laboratory
Improvement Amendments of 1988, using a test approved by FDA. For blood and blood
"~ components collected from that donor at any time prior to the repeatedly reactive test, whenever

records are available, if intended for transfusion or for further manufacture into injectable products,
except those.pr'oducts exempt from quarantine in accordance with paragraph (c) of this section,
the blood establishment shall, within 3-calendar days after the date on which the donor tested
| repeatedly reactive for evidence of HIV infection or after the date on wﬁich the blood establishment

was made aware of other test results indicating evidence of HIV infections, identify the pribr
collections from that donor and:

(1) Quarantine all such prior collections of blood and blood components; and

(ii) Notify conSignees ’of the repeated]y reective HIV screenihg test result so that the consignee

may quarantine all such prior collections of blood and blood components.
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(2) Consignees notified in accordance with paragraph (a)(1)(ii) of this section shall quarantine
all such prior collections of blood and blood components held at that establishxhen‘t, except as
provided in paragraph (c) of this section.
(b) Further testing and consignee notification of results. Blood establishments shall perform
' further testing on the donor’s blood, as specified in § 610.40(c), and shall notify the consignee(s)
of the results of this test within 45-calendar days after the date on which the donor tested repeatedly

- reactive for evidence of HIV infection on a screening test. * * *

(c) Exemption from quarantine. Prior collections otherwise subject to quarantine under
paragraph (a) of this section need not be held in quaréntine if a determination has been made
that the blood or blood component was collected more than 12 months prior to the donor’s most

recent negative screening test when tested for HIV in accordance with § 610.40(a). * * *

(d) Release from quarantine. Prior collections of blood and blood components intended for |
transfusion or further manufacture into injectable products which have been quarantined under
paragraph (a) of this section may be released if the donor’s current repeatedly reactive sample
is subsequently tested for antibody to HIV as provided in paragraph (b) of this section and the
test result is negative, absent other informative test results.

~(e) Destruction or labeling of prior collections held in quarantine. Blood establishments and
consignees shall destroy or appropriately label for in vitro use pﬁor collections of blood and blood
components otherwise subject to quarantine in accordance with paragraphs (a) and (d) of this
section, unless such prior collections are determined to be exempt from quarantine in accordance
with paragraph (e) of this section or subject to release from quarantine in accordance with paragraph
- (d) of this section. Quarantined prior collections made available for in vitro use shall be
appfopriately relabeled consietent with §§ 606.121 and 640.70 of this chapter. In addition, these

' units must be relabeled as ‘‘Biohazard’* with the cautionary statement as follows:

“‘Collected from a donor who subsequently tested positive for anti-HIV. An mcreased risk for

transxmssxon of human immunodeficiency virus is present;”” in addition, the label must contain
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one of the following cautionary statements; as appropriate: *‘Caution: For Further Manufacturing
Into In Vitro Diagnostic Reagents For Which There Are No Alternative Sources.”” or “‘For
Laboratory Research Use Only.” | |
03] Actioﬁs under this section. Actions under this section do not constitute a recall as defined
in §7.3 of this chapter. '

7. Section 610.47 is revised to read as follows:

§610.47 Human Immunodeﬂciendy Virus (HIV) “Lookback;” hotification of transfusion

recipients. ' L e -
(a) Appropriate actions followiizg further testing. Transfusion services that are not subject
to the Health Care Financing Administration’s regulations on conditions of Medicare participation
for hospitals (42 CFR part 482) are required to take appropriate action in accordance with
paragraphs (b) and (c) of this section when a recipient has received prior collections of blood
- or blood components from a donor later determined to be unsuitable when tested for evidence
of infection due to HIV and the result of the additional tests as provided for iﬁ § 610.46(b) are
positive. |
(b) Notification of recipients of prior transfusion. If the transfusion service has administered
' blood or blood components as described in paragraph (a) of this section, the transfusion service
shall either notify the recipient directly or notify the recipient’s physician of record (i.e., physician
of record or physician who ordered the blood or blood component) and ask him or her to inform
the recipient of the need for HIV testing and counseling. If the physician is not available or declines
to notify the recipient, the transfusion service shall notify the recipient and inform the recipient
of the need for HIV testing and counseling. The notification process shall include a minimum
of three attempts to notify the recipient, or the recipient’s physician, and be completed within
~ a maximum of 12 weeks of receipt of the result of the licensed, more specific test for HIV from
the blood eStabl_ishxhent.‘ The transfusion sewiée is responsible for notification, including basic

explanations to the recipient and referral for counseling and further testing, and shall document
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the notification and the result of attempts to notify the recipient and the reciptent’s physician of
record, if contacted, under § 606.160 of this chapter. T

(¢) Notification of legal representative or relative. If the transfusion recipient has been
adjudged incompetent by a State court, the legal representative, desi gnated in accordance with
State law, shall be notified. If the transfusion recipient is competent, but State law permits a legal
Tepresentative or relative to receive the information on the recipient’s behalf, the transfusion service
or the physician who agreed to perform the notification on behalf of the transfusion service‘shall
notify the recipient or his or her legal representativel or relative. If the transfusion recipient is
~ a minor at the time of notification, the transfusion service 61' physician, as described in this
>paragraph, shall notify the recipient’s legal representative or relative. If the transfusion recipient
is deceased, the transfusion service or physician, as described in this paragraph, shall continue
the notification process and inform the deceased recipient’s legal representative or relative. The

transfusion service is responsible for notification, including basic explanations to the recipiént’s
legal representative or relative and referral for counseling and further t&sting of the recipient, and
shall document the notification and the result of attempts to notify the recipient’s legal
representative or relative and the recipient’s physician of record, if contacted, under § 606.160 of
. this chapter. Reasons for notifying the recipient’s relative or legal reprmentative on his or her

behalf shall be documented under § 606.160 of this chapter.

8. Section 610.48 is added to subpart E to read as follows:

§610.48  Hepatitis C Virus (HCV) “Lookback;” quarantine, consignee notfficatiorj and
further testing. :

(a) Quarantine and consignee notification. (1) Repeatedly reactive screening test. All blood
and plasma establishments shall take appropriate action when a donor of blood or blood components
tests repeatedly reactive for evidence of HCV infection on a screening test, in accordance with
§ 610.40(a), or when the blood establishment has been made aware of other test results indicating

evidence of HCV infection, provided the testing was performed by a laboratory certified under
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the Clinical Laboratory Improvement Amendments of 1988, using a test approved by FDA. For
in-date blood and blood components collected from that donor at any time prior to the repeatedly
reactive test, whenever records are available, if intended for tr;msfusion, or if intended for further

manufacture into injectable products, except those products exempt from quarantine in accordance

fta

no
-
s

wi t_h aragraph (g)(1) of this section, the blood establishment shall, within 3-calendar day ys
the date on which the donor tested repeatedly reactive for evidence of HCV infection or after
the date on which the blood establishment was made aware of other test results indicating evidence

of HCV infection, identify the prior collections from that donor and:
(i) Quarantine all such prior collections of blood and blood components; and

(ii) Notify consignees of the repeatedly reactive HCV screening test result so that the consignee
may quarantine all such prior collections of blood and blood components.

(2) Quarantine by consignee. Consignees notified in accordance with baragraph (@)(1)(it) of
this section shall quarantine all such prior collections of blood and blood components held at that
establishment, except as provided in paragraph (g)(1) of this section.

(b) Further testmg and consignee notification of results. In the case of a donor with a
repeatedly reactive screening test for HCV, blood estabhshments shall perform further testing on
- the donor’s blood, as specified in § 610.40(c). Where prior collections from the same donor were
distributed, blood estabhshments shall notify the conSIgnee(s) of the results of this test within 45-
calendar days after the date on whxch the donor tested repeatedly reactive for ev1dence of HCV
infection on a screening test.

(c) Review of historical testing records and identification of donors tested using a multiantigen
screening test prior to [the effective date of the ﬁﬁal rﬁle]. Blood establishments shail feview
records of donor testing completed prior to [the effective date of the final rule] in order to identify
donors who tested repeatedly reactive for evidence of .HCV infection on a multiantigen screening
test for HCV and to identify prior collections from such donors. Blood establishments shall, by |
(date 1 year from the effective date of the final rule), identify previously distributed blood and
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bleod components from such donors, based on available rék]uired records maintained in accordance
with § 606.160 of this chapter, dating back indefin’i‘tely for computerized electronic records and
to January 1, 1988, for other readily retrievable records, or to the date 12 months prior to the
domor’s most recent negative multiantigen screening test for antibody to HCV, whichever is the
lesser period. Blood establishments shall idéntify previAou'st distributed blood and blood
components from such donors in any of .the following instances:

(1) First instance. Where the donor tested repeatedly reactive for evidence of HCV'infection

on the multiantigen screéning test and posmve ona supplemental test for HCV performed on

the repeatedly reactive sample,

(2) Second instance. Where thé donor tested repeatedly reactive for evidence of HCV infection
on the multiantigen screening test and indeterminate on a supplemental test for HCV performed
on the repeatedly reactive sample; | |

(3) Third instance. Where the donor tested repeatedly reactive for evidence of HCV infection
onan HCV EIA 3.0 multianti’geﬁ screening test and negative on a HCV 2.0 strip immunoblot
assay (HCV RIBA 2.0 supplemental test) with no record of a negative licensed HCV 3.0 strip
immunoblot assay (RIBA 3.0 supplemental test) performed on the repeatedly reactive sample or
a later sample from the same donor. »

(4) Fourth instance. Where the donor tested repeatedly reactive for evidencé of HCV infection
on a licensed HCV EIA 2.0 screening test with no record of a suppiemental test for HCV perf;)rmed
on the repéated]y reactive sample or on a later sample from the same donor and no record of
a negative licensed HCV EIA 3.0 screening test performed on the repeatedly reactive sample or
a later sample from the same donor; or

(5) Fifth instance. Where the donor tested repeatedly reactive for evidence of HCV infection
on ilicénsed HCV EIA 3.0 screening test with no record of a supplemental test for HCV performed

on the repeatedly reactive sample or on a later sample from the same donor.
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(d) Review of historical testing records and identification of donors tested using a single
'antigen screening test prior to [the effective date of the final rule]. Blood eétablishments shall
review records of donor testing completed prior to [the effective date of the final rule] in order
to identify donors who tested repeatedly reactive for evidence of HCV infection on a single antigen
screening test for HCV and to identify prior collections from such donors. Blood establishments
shall, by (date 1 year from the effective date of the final rule), identify previously distributed
blood and blood components from such donors, based on available' required records maintained
in accordance with § 606.160 of this chapter, dating back indefinitely for computerized electi-onic
records and to January 1, 1988, for other readily retrievable records, or to the date 12 months
prior to the donor’s most recent negative multiantigen screening test for antibody to HCV,
whichever is the lesser period, in any of the following instances: .'

(1) First instance. Where the donor testéd. repeatedly reactive for evidence of HCV infection
on the single antigen screening test and repeatedly reactive on an HCV EIA 2.0 or HCV EIA
| 3.0 screening test performed on the repeatedly reactive sample or a fresh sample from the same
donor;

(2) Second instance. Where the donor tested repeatedly reactive for evidence of HCV infection

.. on the single antigen' screening test and either positive or indeterminate on an HCV 2.0 or HCV

3.0 strip immunoblot assay (HCV RIBA 2.0 or HCV RIBA 3.0, respectively) supplemental test
- for HCV performed on the repeatedly reéctiVe sample or a fresh sample from the same donor;

(3) Third instance. Where the donor tested repeatedly reactive for evidence of HCV infection
on an HCV EIA 1.0 screening test, with a signal to cutoff (S/CO) value less than 2.5 for at least
two out of the three EIA tests (i.e., the initial EIA screening test and the duplicate retests), with
no record of é supplemental test or mhitiantigen screening test for HCV performed on the repeatedly
reactive sample or on a later saxhple from the same donor; or |

(4) Fourth instance. Where the donor tested repeatedly reactive for evidence of HCV infection

on an HCV EIA 1.0 screening test, with a S/CO value equal to or greater than 2.5 for at least
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two out of the three EIA tests (i.e., the initial EIA screening test and the dupiicate retests) or
with no determination of S/CO value for all three EIA tests, and with no record of a supplemental
test or multiantigen screening test for HCV performed on the repeatedly reactive sample or on
a later sample from the same donor.

(e) Quarantine and consignee notification Jollowing the review of historical testing records
based on screening performed using a multiantigen screening test. Blood establishments shall, by
(date 1 year from the effective date of the final rule), complete all quarantine and consignee
notification requirements for prior collections from donors identified in the review of historical
testing records in accordance with paragraph (c) of this section as follows: - N

(1) Quarantine. Blood establishments shall, within 3-calendar days of the date of the
identification of the donor’s repeatedly reactive multiantigen screening test for HCV, quarantine
all in-date prior collections of blood and blood components collected from such a donor at any .
time prior to the repeatedly reactive multiantigen screening test and identified in accordance with
paragraph (c) of this section, if intended for tr_ansfu_sio'n, or if intended for further manufacture
into injectable products, except those products exempt from quarantine in accordance with

| paragraph (2)(2) of this section.

h (2) Conszgnee nottﬁcazzon Blood estabhshments shall thhrn 3-calendar days of the date of
identification of the donor’s repeatedly reactive multiantigen screening test for HCYV, notify
consignees of the donor’s test results, inclnding the supplemental test results, if available, so that
consignees may quarantine all in-date prior collections of blood and blood components subject

o quarantine under paragraph (e)(1) of this section. |

(3) Quarantine by conszgnees Consignees nonfied in accordance with paragraph e)(2) of

this section shall quarantine all in-date prior collections of blood and blood components subject
. to quarantine under paragraph (e)(1) of this section, except as provided in paragraph (g)(2) of

this section.
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() Quarantine and consignee notification following the review of historical testing records
based on screening performed using a single antigen screening test. (1) Quarantine. Blood
éstablishment_s shall, by (date 1 year from the effective date of the final rule) and within 3-calendar
days of the date of the identification of the donor’s repeatedly reactive single antigen screening
test for HCV, quarantine all in-date prior collections of blood and blood components collected |
from such a donor at any time prior to the repeatedly reactive single antigen screening test and
identified in accordance with paragraph (d) of this section, if intended for transfusion, or if intended
for further manufacture into injectable products, except those products exempt from quarantine
in accordance with paragraph (g)(3) of this section.

(2) Consignee notification. Blood establishments shall, within 3-calendar days of the date of
identification of the donor’s repeatedly reactive single antigen screening test for HCV, notify
consignees of the‘d‘onor’s test results, including the supplemental test results, if available, so that
consignees may quarantine all in-date prior collections of blood and blood compoﬁenfs subject
to quarantine undef paragraph (f)(1) of this section.

3) Qua_rantine by consignees. Consignees notified in accordance with paragraph (f)(2) of this
section shall quarantine all in-date prior cOllectionS of blood and blood components subject to
quarantine under paragraph (f)(1) of this section, except as provided in paragraph (g)(3) of this
section.

(g) Exemption from Quarantine. As used in § 610.48, an appropriately chosen licensed
supplemental test is one which includes all antigens contained in the screening test that was
performed.

(1) Prior collections subject to quarantine under paragraph (a) of this section. Prior
collections otherwise subject to quarantine under paragraph (a) of this section need not be placed |

in quarantine if a determination has been made that:
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(i) The blood or blood component was collected more than 12 months prior to the donor’s
most recent negative multia.ntigen screening test when tested for HCV in accordance with
§610.40(a); or

(ii) An appropriately chosen licensed supplemental test for HCV, performed in accordance
with paragraph (b) of this section has been completed within 3-calendar days of the date of the
donor’s repeatedly reactive screemmg test and the result is negative.

(2) Prior collections subject to quarantine under paragraph (e)(1) of this section. Prior -

- collections otherwise subject to quarantme under paragraph (e)(1) of this secuon need not be placed
in quarantine if a deterrmnatlon has been made that: |

() The blood or blood component was collected more than 12 months prior to the donor’s
most recent negative multiantigen screening test for HCV that preceded the repeatedly reactive
screening test; or |

(ii)(A) The repeatedly reactive screening test result was obtained using an HCV EIA 2.0
screening test, and either the original sample or a later sample from the seme donor was tested
and found negative usmg an HCV RIBA 2.0 or HCV RIBA 3.0 supplemental test or an HCV

EIA 3.0 screemng test; or

(B) The repeatedly reactive screemng test result was obtalned using an. HCV EIA 3 0 screenmg
test and either the original sample or a later sample from the same donor was tested and found
negative using an HCV RIBA 3.0 supplemental test;

(3) Prior collections subject to quarantine undér paragraph (f)(1) of this section. Prior
collections otherwise subject to quarantine under paragraph (f)(1) of this section need not be placed
in quarantine if the donor’s testing recofds show that: |

- (i) The repea;edly reactive screening test result was obtained using an HCV EIA 1.0 screening
test, and either the original sample or a later sample from the same donor was further tested and

found negative using an HCV EIA 2.0 or 3.0; or
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sample from such a donor and perform a licensed supplemental test if the HCV EIA 3.0 screening
test is repeatedly reactive; or -

(i) If the repeatedly reactive test result was obtained using a HCV EIA 3.0 screening test,
perform a licensed supplemental test for HCV on a frozen sample, if available, or on a fresh
sample from such a donor; or

(iii) Make a determination that neither a frozen sample from the repeatedly reactive donanon
nor a fresh sample from the donor is available for further testing. ’

(2) Options for further testing. Blood establishments that have performed the review of records
and identified certain prior collections in accordance with paragraphs (©)@2) or (c)(3) of this éectio’n,iw
and as described in paragraphs (h)(2)(i) through (h)(2)(iv) of this section ~may further test a frozen
sample from the repeatedly reactive donation. or a fresh sample from the same donor by (date
1 year from the effective date of the final rule), as follows:

(1) Donors identified in accordance with paragraph (c)(2) of this section as testing repeatedly
reactive usmg an HCV EIA 2.0 screening test, and indeterminate on an HCV RIBA 20
supplemental test, may be further tested using either a licensed HCV EIA 3.0 screening test or

. a currently available licensed supplemental test for fICV; ‘ |
.- (ii) Donors identified in accordance with paragraph (c)(2) of this section as testing repeatedly
reactive using an HCV EIA 2.0 screening test, indeterminate on a HCV RIBA 2.0 supplemental
test, and repeatedly reactive on an HCV EIA 3.0 screening test, performed in accordance with
paragraph (h)(2)(i) of this section, may be further tested using an appropriately chosen licensed
supplemental teet for HCV;

(iif) Donors identified in accordance with paragraph (c)(2) of this section as testing repeatedly
’ reactlve using an HCV EIA 3.0 screening test, and mdetermmate on a HCV RIBA 2.0 supplemental
test may be further tested using an appropriately chosen hcensed supplemental test for HCV; |

(iv) Donors identified in accordance with paragraph (c)(3) of this section as testing repeatedly

reactive using an HCV EIA 3.0 screening test, and negative on a HCV RIBA 2.0 supplemental
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test with no recor’d’of a negative HCV RIBA 3.0 supplemental test, may be further tested using
an appropriately chosen licensed supplemental test fof HCV:

(3) Consignee notification. Except for blood and blood components exempt from quarantine
in accordance with paragraph (g)(2) of this section, blood establishments shall:

(i) Within 45 days following completion of additional testing and prior to (date 1 year from
the effective date of the final rule), notify consignees of the results of the additional licensed
screening test and/or the licensed, supplemental test performed in accordance with paragraphs (h)(1)
and (h)(2) of this section; or

) (ii) Prior to (date 1 year from thé effective date ot: the final ﬁle), no£ify consigheés of the o
test results for a donor who was identified in the review of historical testing records, in accordance
with pafagraphs (c)(1) through (c)(5) of this section.

M F uﬁher testing following review of historical testing records and consignee notification
based on screening performed using a single antigen screening test. (1) Further testing. Blood
establishments that have performed the review of records and identified pﬁor collections in
accordance with paragraph (d)(4) of this seétion shall, by (date 1 year from the effective date
of the final rule): . | |
~ (i) Perform a Ii'cénsed, Shpplefne_ntal test for HCV on .av frozen sampie from the repeatedly
reactive donation, if available; or if such a frozen sample is not available, obtain a fresh sample
from such a donor and perform a licensed supplemental test for HCV:; or

(ii) Make a determiﬁation that neither a frozen sample from the repeatedly reactive donati on
nor a fresh sample from the donor is available for further testing. o

(2) Options for further testing. Blood establishments that have performed the review of records
and identified certain pﬁor collections in accordance with paragraphs (d)(1) or (d)(2) of this section
and described in paragraphs (i)(2)(i) through (i)(2)(iii) of this section may further test a frozen
sample from the repeatedly reactive donation or a fresh sample from the same donor, by (date

1 year from the effective date of 'the final rule), as foilows:
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(i) Donors identified in accordance with paragraph (d)(l) of this section as testing repeatedly
reactive on an HCV EIA 1.0 screening test and repeatedly reactive on either an HCV EIA 2.0
or HCV EIA 3.0 screening test may be further tested using an appropriately chosen licensed
supplemental test for HCV; or |

(ii) Donors identified in accordance with paragraph (d)(2) of this section as testing repeatedly
reactive on an HCV EIA 1.0 screening test with an.indetemli“natq test result obtained using an
HCV RIBA 2.0 supplemental test, may be further tested using a currently available licensed
supplemental test for HCV or an HCV EIA 3.0. If such optional further testing is performed using
an HCV EIA 3.0 and the result is repeatedly reactive, blood establishments may perform further‘ o
testing using an appropriately chosen licensed supplemental test for HCV.

(iii) Donors identified in accordance with paragraph (d)(3) of this section as testing repeatedly
reactive on an HCV EIA 1.0 screening test with a S/CO value les,s.than 2.5 for at least two out
of the three EIA tests, and with n.o record of é supplemental test or multiantigen screenihg test
for HCV \performed on the repeatedly reactive sample or on é later sample from the same donor,
may bé further tested using a licensed multiéntigen screening test for HCV or a licensed
supplemental test for HCV.

3 Consignée' notification. Except for blood and blood components exempt from quarantine
in accordance with paragraph (8)(3) of this section, blood establishments shall:

(i) Within 45 days following comp]enon of additional testing and prior to (date 1 year from
the effective date of the final rule), notify consignees of the results of the addmonal hcensed ‘
screening test and/or the licensed, supplemental test performed in accordance wnh paragraphs (i)(1)
and (i)(2) of this section; or

(ii) Prior to (date 1 year from the effective date of the final rule), notify ch‘sig’nee’s of the

test results for a donor who was identified in the review of \hyisﬁtprica,ln testing records in accordance

with paragraphs (d)(1) through (d)(4) of this section.
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() Release from quarantine. (1) Prior collections subject to quarantine under paragraph (a)
of this section. Prior collections of blood and blood components intended for transfusion or further
manufacture into injeetable products which are subject to quarantined under paragraph (a) of this
section may Ee released if the donor’s current, repeatedly reactive sample is subsequently tested
using a licensed, supplemental test for HCV as provided in paragraph (b) of this section and the
result is negative. |
(2) Prior collections subject to quarantine under paragraph (e)(1) of this section. Prior
collections of blood and blood components, which are not efcempt from quarantine under paragraph
(g)(2) of this section, and are otherwise subject to quarantine under paragraph (e)(1) of this section
"may be released from quarantine if: |
(1)(A) The donor’s testing records meet the conditions specified in paragraph (c)(4) of this
section and further testing was performed in accordance with paragraph (h)(1)(i)(A) of this section
on a frozen sample from the repeatedly reactive donation or a fresh.sample from the eame donor
using a licensed supplemental test for HCV, and the result of the licensed supplemental test for
HCV is negative; or
(B) The donor’s testing records meet the conditions specified in paragraph (c)(4) of this section
| and further testing was performed in accordance with paragraph (h)(1)(i)(B) of this section on
- afrozen sample from the repeatedly reactive donation or a fresh sample from the same donor
using a licensed, HCV EIA 3.0 screening test and the result is negative, .or using a licensed,
supplemental test if the HCV EIA 3.0 screening test is repeatedly reactive and the result of the
licensed, supplemental test is negative; or
(ii) The donor’s testing records nieet the conditions speciﬁed in paragraph (c)(5) of this section
and further testing was performed in accordance with paragraph (h)(1)(ii) of this section on a
frozen sample ora fresh sample from the same donor using a licensed, supplemental test for HCV

and the result is negative; or
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(iii) The donor’s testing records meet the conditions specified in paragraph (c)(2) of this
section and further testing was performed, in accordance with paragraph (h)(2) of this section,
as follows: |
(A) The repeatedly reactive sample (test performed using an HCV EIA 2.0 screening test),
or a later Sample from the donor was further tested in accordance with paragraph (h)(2)(i) of this
sectiori using either a licensed HCV EIA 3.0 screening test or a licensed éupplemental test for
HCV and the result is negative; or
(B).The repeétedly reactive sample (test performed using an HCV EIA 2.0 screening test)
| ora later éample from the donor was further tested in accordance with paragrapﬁ (h)(2)(i1) Qf |

this section using an licensed supplemental test for HCV and the result is negative; or

(C) The repeatedly reactive sample (test performed using an HCV EIA 3.0 screening test)
or a later sample from the donor was further tested in accordance with paragraph (h)(2)(iii) of
this section using a licensed supplemental test for HCV and the result is negative; or

(iv) The donor’é testing records meet the conditions specified in pafagraph (c)(3) of this section
and further testing was performed in agcordance with paragraph (h)(2)(iv) of this section on a

frozen sample or a fresh sample from the same donor using a licensed supplemental test for HCV

“and the resultis negative.

(3) Prior collections subject to quarantine under paragraph (f)(1) of this section. Prior
collections of blood and blood covmponentsy, which are not exempt from quarantine under paragraph
(2)(3) of this éection, and are otherwise subject to quarantine under paragraph (f)(1) of this section
may be released from quarantine if: |

(i) The donor’s testing records meet the conditions specified in paragraph (d)(4) of this section
and further testing was performed in accordancé with paragraph (i)(1)(i) of this section on a fresh -
~ sample, or frozen sample from the repeatedly reactive donation using a licensed supplemental test

for HCV and the result is negative; or
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(ii) The donor’s testing records meet the conditions specified in paragraph (d)(1) of this section
and further testing was performed in accordance with paragraph (i)(2)(i) of this secticn on a fresh
sample, or frozen sample from the repeatedly reactive donation and the result of the an appropriately
chosen licensed supplemental test for HCV is negative; or |

(iii) The donor’s testing records meet the conditions specified in paragraph (d)(2) of this
section and further iesting was performed in accordance with paragraph (i)(2)(ii) of this section
on a fresh sample or frozen sample from the repeatedly reactive donation and the result when
further tested using either a licensed HCV EIA 3.0 screemng test or a licensed supplemental test
for HCV is negative;

(iv) The donor’s testing records meet the conditions specified in paragraph (d)(3) of this
section and further testing was performed in accordance with paragraph (i)(2)(iii) of this section
~on a fresh sample, or frozen sample from the repeatedly reacnve donation and the result when
funher tested using a licensed multiantigen screening test for HCYV or a licensed supplemental
test for HCV is negative.

(k) Destruction or labeling of prior collections held in quarantine. Blood establishments and

consignees shall destroy or appropriately label for in vitro use prior collections of blood and blood

- components otherwise subject to quarantine in accordance with paragraphs (a), (e), and (f) of this

section, unless such prior collections are determined to be exempt from quarantine in accordance
with paragraph (g) of this section or subject to release from quarantine in accordance with paragraph
(j) of this section. Quarantined prior collections made available for in vitro use shall be
appropriately relabeled consistent with §§ 606.121 and 640.70 of this chapter. In addition, these

units must be relabeled as ‘‘Biohazard’’ with the cautionary statement as follows:

“Collected from a donor who subsequently tested reactive for anti-HCV. An increased risk of
transmission of hepatms C virus is present.’’; in addmon the label must contain one of the

following cauuonary statements as appropnate “Caunon For Further Manufactunng Into In-Vitro
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Diagnostic Reagents For Which There Are No Alternative Sources”” or ‘‘For Laboratory Research
Use Only.”

(1) Recalls. Actions under this section do not constitute a recall as defined in § 7.3 of this

- chapter.
9. Section 610.49 is added to subpart E to read as folldws:

§610.49 Hepatitis C Virus (HCV) “Lookback;” notification of transfusion recipients.

(a) Appropriate actions following further testing. Transfusion services are required to take

appropriaté action in accordance with paragraphs (b) and (c) of this section when a recipient has . o

received prior collections of blood 'or blood compbnents from a donor later determined to be at
increased risk of transmitting' HCV infection when tested for evidence of infection due to HCV
and: |

(1) The result 6f the licensed, supplemeﬁtal test, performed as prescribed in §610.48(b) and
~ in accordance with the testing requirements s‘p’ec‘i‘ﬁed in § 610.40(c), is positive;
| (2) The result of the supplemental test identified in.the review of historical testing’ records
s positive, as specif;ed in § 610.48(c)(1);

(3) The result of the supplemental test 1denuﬁed in the review of hxstoncal testing records
"lhﬁ\éccordance W1th § 610 48(c)(2) is mdetermmate, unless:

(i) The review of historical testing records shows the supplemental test was performed us'ing
an HCV RIBA 3.0 supplemental test; or | ‘

(ii) Any of tile conditions for exemptidn from quarantine- specified in § 610.48(g)(2) have
been met; or | '

(iii) The donor was further tested in accordance with § 610.48(h)(2)(D), (h)(2)(ii), or (h)(2)(iii)
and any of the conditions" for release frgmuquarantine specified in § 610.48(j)(2)(iii) have been
met; or

(iv) The donor was further tested in accordance with § 610.48(h){2)(ii) or (h)(2)(iii) using

a supplemental test for HCV and the result is mdetermmate,
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(4) The result of the licensed supplemental test performed in accordance with
§ 610.48(h)(1)(1)(A), (h)(1)({)(B), or ( h)(l)(ii) is positive foc a donor identified in the review of
historicai testing records in accordance with § 610.48(c)(4) and (c)(5), as testing repeatedly reactive
on a multiantigen screening test in the past with no record of further testing;
(5) No record of further testing is available for a donor identified in the review of historical
tésting records, in accordance with § 610.48(c)(4) and (c)(5), and no fresh or frozen sample is

available for further testing, as specified in § 610.48(h)(1)(iii);
(6) The result of the additional test using HCV EIA 2.0 or 3.0 identified in the review of

~ historical testing records is repeatedly reactive, as specified in § 610.48(d)(1), unless: o
(i) Any of the conditions for exemption from quarantine specified in §610.48(g)(3) have been
met; or
(ii) The donor was further tested in accordance with § 610.48(i)(2)(i) and any of the conditions
for release from quarantine specified in § 610.48(j)(3) have been met; or

(iii) The donor was further tested in accordance with § 610.48(i)(2)(i) using an appropnately

chosen licensed supplemental test for HCV and the result is indeterminate; or

(7) The result of the supplemental test performed using an HCV RIBA 2.0 or HCV RIBA
3 0 is posmve for a donor 1denuﬁed in the review of hlstoncal testxng records in accordance with
§ 610 48(d)(2);
(8) The result of the supplemental test performed using an HCV RIBA 2.0 is indeterminate, |
~ for a donor identified in the review of historical iesting records in accordance with § 610.48(d)(2),

unless:
(i) Any of the conditions for exemption from quarantine specified in § 610.48(g)(3) have been

met; or _ )
(ii) The donor was further tested in accordance with § 610.48(i)(2)(ii) and any of the conditions

for release from Quafantine specified in § 6'10.‘48'0)(3)’ have been met; or
(iii) The donor was further tested in accordance with § 610.48(i)(2)(ii) using a licensed

supplemental test for HCV and the result is indeterminate; or
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(9) The result of the licensed, supplemental test for HCV or a licensed multiantigen screening
test performed in accordance with § 610.48(i)(2)(iii) is positive forr;donor identified in the review
of historical testing records, in accordancé with § 610.48(d)(3); or

(10) The result of the licensed, supplemental test for HCV performed in accordance with
§610.483i)(1) is positiye_ for a donor identified in the review of his;orical testing records, in
accordance with § 610.48(d)(4), as testing repeatedly reactive on a single antigen screening test
with a S/CO 'value equal to or greater than 2.5 for at least two of the three EIA tests, or the
S/CO value can not be calculated, and with nb record of further testing; or

(11) No record of further testing is available for a donor identified in the review of historical” ™~
testing records, in accordance with § 610.48(d)(4), and no fresh or frozen sémple is available for
further testing, as specified in § 610.48(i)(1)(ii). ' '

(b) th{ﬁcation of recipients of prior transfusion. If the transfusion service has administered |
blood or blood components later determined to be at .increased risk ofv transmitting HCV infection,

as described in paragraph (a) of this section, the transfusion service shall either notify the recipient

directly or notify the recipient’s physician of record ‘(i.e.,’ physician of record or physician who
ordéred the blood or blood component) and ask him or her fo inform the recipient of the néed
for HCV testing and counseling. If the physician is not available or declines to notify the recipient,
the transfusion service shall notify the recipient and inform the recipient of the need for HCV
testing and counseling. The notification of transfusidn recipients based on donor testing completed
after (the effective date of the final rule) shall include a minimum of three attempts to notify
 the recipient or the recipient’s physician of record and be completed within a maximum of 12
weeks of receipt of the result of the supplemental test for HCV from the blood establishment.
The notification of transfusion recipients based on donor testing cdmpleted prior to (the effective
 date of the final rule) shall include a minimum of three attempts to notify‘ the recipient or the
recipient’s physician of record and be completed within 1 year of the date on which the transfusion

service received notification from the blood establishment. The transfusion service is responsible
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for notiﬁcation; including basic explanations to the recipient and referral for counseling and further
testing, and shall document the notification and the result bf attempts to notify the recipient and
the recipient’s physician of record, if contacted, under § 606.160 of this chapter.

(c) Notification of legal representative or relative. If the transfusion recipient has been
adjudged incompetent by a State court, thé legal representative, designated in accordance with
State law, shall be notified. If the transfusion recipient is competent, but State law permits a legal
representative or relative to receive the information on the recipient’s behalf, the transfusion service
6r the physician who agreed to perform the notification on behalf of the transfusion service shall
notify the recipient or his or her legal representative or relative. If the transfusion recipientis
a minor at the time of notification, the transfusion service or physician, as described in this
paragraph, shall notify the recipient’s legal representative or relative. If the transfusion recipient
is deceased, the tr_ansfusioh service or physician, as described in this paragraph, may discontinue
the notification process. The transfusion service is responsible for notification, including basic
explanations to the recipient’s legal representative or relative and referral for counseling and further
testing of the recipient, and shall document the notification and thé result of attempts to notify
fhe recipient’s legal representative or relative and the recipient’s physician of record, if contacted,
under § 606.160 of this chapter. Reasons for notifying the recipient’s relative or legal representative

on his or her behalf shall be documented under § 606.160 of this chapter.

.
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(d) Reference tables. Tables 1 through 4 of this paragraph show the various tests performed
for HCV (including both current donor testing shown in table 1 of this paragraph and tests identified
in the review of historical testing records in tables 2 through 4 6f this paragraph), steps‘of the
“‘lookback’’ process, and applicable provisions of §§610.48 and 610.49. Based on the initial

screening test select the appropriate table from the following:
TABLE 1.—OUTLINE OF PROVISIONS OF §610.48 FOR HEPATITIS C VIRUS (HCV) “LOOKBACK” BASED ON CURRENT

DONOR TESTING
Actions to Be Taken Applicable Section(s):

identify prior collections 610.48(a)(1)
Quarantine prior in-date collections 610.48(a)(1)(i)
Notify consignees to quarantine 610.48(a)(1)(ii)
Consignees perform quarantine of prior collections ‘ 610.48(a)(2)
Exemptions from quarantine 610.48(g)(1)(i)

610.48(g)(1)(i%}
Perform further testing 610.48(b)
Notify consignees of test results 610.48(b)
Release prior collections from quarantine 610.48()(1)?
Destroy or labsi prior collections : 610.48(k)
Notify transfusion recipients 610.49(a)(1)2

11f the licensed supplemehtal test for HCV is negétiVe.
2if the licensed supplemental test for HCV is positive.
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TAELE 2.—OUTLINE OF PROVISIONS OF §610.48 FOR HEPATITIS C VIRUS (HCV) “LOOKBACK” BASED ON REVIEW OF HISTORICAL TESTING RECORDS AND
IDENTIFICATION OF DONORS TESTING REPEATEDLY REACTIVE USING AN HCV EIA? 3.0 SCREENING TEST

2“RIBA 20" means HCV 2.0 strip immunoblat assay.
3“RIBA 3.0" means HCV 3.0 strip immunoblat assay.
4 Using a licensed supplemental tast for HCV.

8|f the licensed supplemental test for HCV is

negative,

SNo frozen or fresh sample is available for further testing.
7{{ the licensed supplemental test for HCV is positive.

Resuits of Further Testing: RIBA zgimszlsﬁi\{; :r RIBA RIBA 2.0 Negative RIBA 2.0 Indeterminate | - RIBA 3.0 Negative RIPA 3.0 indeterminate No Supplemental Test Done
Actions To Be Taken: Applicable Sections
Identily prior collections 610.48(c)(1) 610.48(c)(3) 610.48(c)(2) 610.48(c)(2) 610.48(c)(5)
Quarantine prior in-date collection
Notily consignees to quarantine | 610.48(e)(1), (e){(2), (e)(3) | 610.48(e)(1), (e)(2), (8)(3) | 610.48(e)(1), (e)2), (€)(3) 1 610.48(e)(1), (e)(2), (e)}(3) 610.48(e)(1), (e)(2), (e)(3)
Consignees perform quarantine of
prior collections
Exemptions from gquarantine 610.48(g)(2)()) 610.48(0)(2)() 610.48(9)(2)(i) 610.48(g)(2)(i)(B) | 610.48(g)2)() ‘ 610.48(g)(2)()
Pertorm furthar testing 610.48(h)(1)(ii)* | 610.48(h)(1)(ti)e
Periorm optional further testing 610.48(h)(2)(iv)* 610.48(h)(2)(ili}*
Notify consignees of test results | 610.48(h)(3)(ii) 610.48(h)(3)(i) 610.48(h)(3)(i) 610.48(h)(3) () 610.48(N)(3)() | 610.48(M)(3)()
, 610.48(h){3)(ii) ©10.48(h)(3)(i) 610.48(n)(3)(i) | 610.48(h)(3)(il)
Re‘:::'s:n m;:m collections  from 810.48()(2)(v)8 610.48(j)(2)(ii)(C)® 810.48()(2)(H)°
. Destroy or labe! prior collections | 610.48(k) 610.48(k) 610.48(k) 610.48(k) 610.48(k) 610.48(k)
Notity transtusion recipients 610.49(a)(2) 610.49(a)(3) 610.49(a)(4)” 610.49(a)(5)
1“EIA” means enzyme linked immunosorbant assay.

TABLE 3.—OUTLINE OF PROVISIONS OF §610.48 FOR HEPATITIS C VIRUS (HCV) “LOOKBACK™ BASED ON REVIEW OF HISTORICAL TESTING RECORDS AND
. IDENTIFICATION OF DONORS TESTING REPEATEDLY REACTIVE USING AN HCV EIA! 2.0 SCREENING TEST

Results of Further Testing: RIBA g‘.g: Zo;gm RIBA 2.0 Negative RIBA 2.0 indeterminate RIBA 3.0 Negative RIBA 3.0 No Supplemental Test Done
or 1
Posttive
Actions to be Taken: Applicable Sections ]
Identity prior coltections 610.48(cX1) 610.48(c)2) 610.48(c2) 610.48(cH4)
Quarantine prior in-date coltection ’
Notify consignees to quarantine 61?.-)4&-)(1). (o)2). 810.48(eX(1), (eX2), (e}3) 610.48(e)(1), (e}2), 810.48(a)(1). (8)(2). (eX(3)
(e}3)
Consignees perform quarantine of prior
cotactions
Exemptions trom quaranting 610.48(g)2)(1) 810.48(0K2)(iINA) 810.48(0)(2)() 810.4B{gH2MA) | 610.48{0)2)) 610.4B(g)(2)()
Partorm further testing B1048MNIKAI | B10.48m1IIXEY'° | B10.48RI(1E)"!
Perform optional fusther testing 610.48(h){2)(1y* £10.48M)(2)60"
610.48(h)(2)(ii)* .
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TABLE 3.—QUTLINE OF PROVISIONS OF §610.48 FOR HEPATITIS C VIRUS (HCV) “LOOKBACK" BASED ON REVIEW OF HISTORICAL TESTING RECORDS AND
_IDENTIFICATION OF DONORS TESTING REPEATEDLY REACTIVE USING AN HCV EIA1 2.0 SCREENING TEST—Continued

Notify consigneas of test results 610.4B(NK 1 610.48(h)(3)i 610.48(h){3)(i 610.48(h)3)(H) 610.48(n)(3)()) 610.48(h)(3M) 610.48(h)(3)()
610-4801)(3)(“)) 610.2%%3%&1’) 610.48(h)(3)(i)) 610.48(h})(3)(i 610.48(h)(3Xil)
Release prior collections from quarantine . 810.48(}2)EHINAY | 610.48()2)(HNA® 610.48(N21IXA)'2 | 810.48GN2)(XB)*
4 610.4BGX2)(i)B)Y

Destroy or label prior coliections 610.48(k) 610.48(k) 610.48(k) 610.48(k) 610.48(k) 610.48(k) 610.48(k)
Notity transfusion recipients 610.4%(a)(2) 610.49(a)(3) 610.49(a)(3) 610.49(a)(4)** §10.49(a){4)'* 610.49(a)i5)

1“EIA” means enzyme linked i rbant assay.

2*RIBA 2.0" means HCV 2.0 strip immunobiet assay.

3“RIBA 3.0" means HCV 3.0 stip immunoblat-assay.

:Hﬂm"g ﬁ%&'ﬁ&% - scveen:gt;sl dly reactive, may perform a icensad suppiemen

sUsing a licensed Supplemental test for HCV. Y . tal tost for HCV.

7¥ the HCV ElA 3.0 screening test is tive.

tal test for HCV is negative.

Sit the licensed sumﬂomsn
*Parform a licen: supglememd test for HCV.

19 Pgriorm an HCV EIA 3.0 screening test and perform a licensed supplemental test for f .0 screening repest negati
11 No frozen or fresh sample is available for Iur\g.br:i?aﬂng. HCV it the HCV EIA 3.0 sc testls edly e

s repeatadly reactive, the licensed supplemental test tor HCV is negative.

121 the li

supplements
134 the HCV EIA 3.0 screening is negative; or, it
supplementa

144t the licensed

tat tost for HCV is
testfor HCV is
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TABLE 4.—OUTLINE OF PROVISIONS OF §610.48 FOR HEPATITIS C VIRUS (HCV) “LOOKBACK” BASED ON REVIEW OF HISTORICAL TESTING RECORDS AND
IDENTIFICATION OF DONORS TESTING REPEATEDLY REACTIVE USING AN HCV EIA1 1.0 SCREENING TEST

RESULTS OF FURTHER EIA20- Repeaiody | EAIL" Ropostody | EA20Negsive | RBAZOPusive | RIBAZO | RBASO | REA20 | S00'<25 $/002 2 or No Dateminaton
Negative Positive 3.0 Negative
ACTIONS TO BE TAKEN: ' rorrcatre Sasions
Kentity prior colactions 610.48(aX 1) 610.48(9K1) 61048020 | 610.48(02) 610.48(dX2) 61048(dX3) 610.48(0H4)
Quarantine prior in-date collections
Notify consignoss 1o quarwiine | 610.48(0K(1), N2), | 610.48(X1), (1X2), 8104801, | 610.480x1), 0N2), | 610.4801). 610.48(K1), G1048(4K1), (1), (N3)
0c) 0 0.0 | 00 0, 06 ). (X5)
m .gouﬂuom quarantine of -
Exemptions from quarantine 610.48(QN3NH)® 610.48(g)3NW) 610.48(g)3X) 610.48(g)N3)iv) 810.48(gH3)(W)
Do b e : S1048GX10)™ | 610.48) 1)
Pertorm optionsl futher testing | $10.48K2r S10.486x20r° 810.48(H21 610.4B(}2)(i)'
bt R el 7 I soaman |veuds |sesen
Rde“?‘oo prior collections from quar- | 810.48()3)(i) 610.48G)(3)H)® 810.48()(i) B10.48()}3)iv)'t | 610.48()3Ni)'®
Destroy or label prior collactions 610.48(k) 610.48(k) 610.48(k) 610.48(K) 610.48(k) 810.48(k) éto.aam | 610.48(x)
Notity transfusion recipients 8104%(ax6) 61049(a)(6) 810.48(a)(7) 510.45(a)8) 61049(8)0)2 | 61049()10) | 610.49(aK11)
1“EIA” means

linked Immunosorbant assay.
2“AIBA 2.0" means HCV 2.0 strip immuncblat assay.
3“RIBA 3.0" means HCV 3.0 strip immunoblat assay.

4“SACO" means “Signal to cut ofl.”

SH turther testing using an approprately chasen supplemental test for HCV was performod end the result was negative.

SMay perform turther testing using an

chosen icensed supplemental test for HCV.

7if further tasting using an HCV EIA 3.0 screening test or en HCV RIBA 3.0 supplemants! tost was performed and the result was negative.
HoMay perdorm further testing using an HGV EIA 3.0 screening test or & ioensed supplomentsl test for HCV. I an HCV EIA 3.0 screening testis performed and is repaatodly reactive, may perom further tesing using & cansad supplomental est for

*1f furiher testing using an HCV EIA 3.0

ing test or & &

10 May perform tusther testing using a liconsed multiantigen screening test for HCV or a licensed suppiemental test for HCV.
111 further testing using a licensad multiantigen screening test for HCV or a licensed supplemental test for HCV was performed and the result wes negative.

12§ further testing using a b

Jd mutti

13Using & Roensad supplamantal test tor HCV.
14No frozen or fresh sampie is avallable for further testing.

13 the licensed supplemental test for HCV Is negative.
181 the licensed supplemental tast for HCV is positive.

d supplemental teat for HCV was performaed and the result was negative.

ing test for HCV or a licensed suppiemental test for HCV was performed and the result was positive.
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