Testing for antibody to Anti-HBc (9/10/91)

DATE: Sept enber 10, 1991
FROM Acting Director, Center for Biologics Evaluation and
Resear ch

SUBJECT: FDA Reconmendati ons Concerning Testing for Antibody to
Hepatitis B Core Antigen (Anti-HBc)

TO Al'l Registered Blood Establishnments

The Food and Drug Administration (FDA) is now regul ating as

i censed biologic products test kits that detect total (1gG and
IgM antibody to hepatitis B core antigen (anti-HBc). After 31
March 1991 anti-HBc kits shipped in interstate commerce and

| abel ed for use in screening blood and bl ood products nust bear a
U.S. license nunber.

When initially marketed, anti-HBc test kits were intended for use
as diagnostic devices only, and were regul ated by the FDA under

t he premar ket approval application (PMA) mechanism In

1987 bl ood banks in the United States voluntarily introduced
anti-HBc screening of blood and bl ood conponents intended for
transfusion as a surrogate, non specific, test for non A non B
hepatitis. Thus, anti-HBc test kits were being used to screen

i censed, transfusable, biological products and determ ne donor
suitability. After review of this situation in a public neeting
on 18 Novenber 1988, the FDA Bl ood Products Advisory Comrittee
recommended that FDA regul ate these kits as |icensed biol ogic
products. The FDA announced in the Federal Register (20 February
1990) that total (1gG and IgM anti-HBc detection kits would be
regul ated as |licensed biologic products after 31 March 1991. On
18 January 1991, the policies and procedures for screening bl ood
and bl ood conponents for anti-HBc as described in this docunent
were discussed in a public neeting of the Blood Products Advisory
Commi tt ee.

St udi es of transfusion associated hepatitis prior to anti-HBC
testing indicated that hepatitis B still occurred despite the use
of sensitive tests for hepatitis B surface antigen (HBsAg). It
has al so been denonstrated that transfusions of blood reactive
for anti-HBc, but negative for HBsAg, are associated with the
devel opnent of hepatitis in sone recipients. Thus, FDA has

concl uded that testing Wwole Blood and conponents intended for
transfusion for anti-HBc contributes to the safety of the bl ood
supply by reducing the incidence of transfusion associated
hepatitis B infection.

Theref ore, FDA now reconmmends that all donations of blood and

bl ood components intended for transfusion be screened by an FDA
licensed test to detect products that are repeatedly reactive for
anti-HBc and prevent their distribution for use in transfusion.
FDA is not reconmendi ng the exclusion of repeatedly reactive



anti-HBc plasma frompools for further manufacture into plasm
derivatives because the exclusion of such products might result

i n decreased safety of plasma derivatives by a likely reduction
of antibody to hepatitis B surface antigen (anti-HBs). For this
reason, testing of Source Plasnma for further manufacturing is not
recormended at this tinme, Although recovered plasma is harvested
from donations that have been tested for anti-HBc, it may be

shi pped for further manufacturing under a valid short supply
agreenment regardl ess of the test results.

Donati ons intended for transfusion should be tested to deternine
whet her they are negative or repeatedly reactive. Only negative
units are suitable for transfusion, with the exception of -

aut ol ogous donations under specified conditions. Donors should

be deferred indefinitely fromdonating transfusible bl ood
conponents whenever they test repeatedly reactive for anti-HBc on
nore than one occasion regardl ess of the tine interval between
the two repeatedly reactive tests. A donor reentry protocol for
anti-HBc cannot be reconmended at this time for |lack of an
avai l abl e confirmatory test.

The attached recomrendati ons provi de gui dance on the testing,

| abel i ng, quarantine, storage and shipnent of units of blood and
bl ood conmponents with respect to anti-HBc testing. Labeling,

i nforned consent forns, standard operating procedures, deferra
regi stries and recordkeepi ng procedures should be revised as
necessary to reflect the bl ood establishnent's inplenentation of
anti-HBc testing. Licensed bl ood establishnents nmay adopt

| abel i ng consistent with this nenorandum concurrently with

subm tting revised labeling for licensed products for review to
the Division of Product Certification, OBPR CBER

The recomendations for the labeling of units intended for use in
further manufacturing (Section Il1l1) will be of special interest
to those involved in supplying Source Plasma, recovered plasma
and red blood cells for research and for further manufacturing

i nto non-injectable products. The Labeling recomendations in
Sections Il and |1l should be inplenented within 90 days.

Questions may be directed by tel ephone to the Division of
Transfusi on Science, Laboratory of Hepatitis, (301) 496-4288, or
in witing.

CGerald V, Qinnan, Jr., MD.

RECOMVENDATI ONS FOR TESTI NG FOR ANTI BODY
TO HEPATITI' S B CORE ANTI GEN
(ANTI -HBc) | N BLOOD ESTABLI SHVENTS

l. PERFORMANCE OF ANTI - HBc TESTI NG



For bl ood and bl ood conmponents intended for
transfusion, anti-HBc testing should be perforned,
using an FDA-licensed test kit, and test results
interpreted according to the manufacturer's
instructions as described in the package insert.
Instructions for testing may be summari zed as foll ows:

1. A single test for anti-HBc should be performed on
a donor sanmple for each unit of blood or blood
conponent intended for transfusion (the initia
test).

2. If the initial test result is nonreactive, the
test is interpreted as negative and the product
may be released for transfusion if all other
donor suitability criteria are net.

3. If the initial test result is reactive, the donor
sanple is initially reactive. The sanple shoul d
be retested in duplicate in a single test run,
using a test kit of the same format and fromthe
same manufacturer as the kit used for the initia

test.

a. If both duplicate repeat test results-are
nonreactive, the test is interpreted as
negative for anti-HBc, and the unit may be
rel eased for transfusion if all other donor
suitability criteria are net.

b. If one or both of the duplicate repeat test

results are reactive, the test is
interpreted as repeatedly reactive for
anti-HBc. In this case:

i The products shoul d not be used for
transfusion. No further screening tests
for anti-HBc should be perforned on the
products in an effort to qualify them
as suitable for transfusion.

ii. Bl ood establishnents should include in
their donor deferral systema nethod
for identifying any previous anti-HBC
test results which were repeatedly
reactive.

iii. Bl ood establishnents should include in
their donor history questionnaire a
questi on regardi ng any previous
anti-HBc test results which were
repeatedly reactive



If the donor is repeatedly reactive for anti-HBc on a
second occasi on, regardless of the tine interval
(even if less than 8 weeks), the donor should be

i ndefinitely deferred and the product(s) should not
be used for transfusion. An explanation and

eval uation of the role of anti-HBc testing in donors
is provided in the following article: Hoofnagle, J.
H., Post transfusion Hepatitis B, Transfusion 1990;
30: 384-386. In addition, general guidance in regard
to the testing, counseling, and evaluating of donors
tested for hepatitis viruses is described in the
Public Health Service Interagency Cuidelines for
Screeni ng Donors of Blood, Plasma, Organs, Tissues,
and Senen for Evidence of Hepatitis B and Hepatitis
C. MWR 1991; 40 (RR-4); 1-17.

FDA believes that public health considerations
dictate the need for caution in the distribution and
aut ol ogous use of anti-HBc reactive products.
Accordingly, repeatedly reactive units for autol ogous
use should bear a restrictive |abel as recomended
below in Section Il.B. Additionally, use of
aut ol ogous bl ood repeatedly reactive for anti-HBc is
acceptable on the condition that a report of the test
result has been nade available to the patient's
physician. This reconmendation differs fromthose

whi ch i ssued on 12 February 1990 concerning the use
of autol ogous bl ood positive for disease markers. The
physician's witten request is necessary for rel ease
of units that test - reactive for anti-H V and HBsAg,
but is not required for rel ease of autol ogous
products reactive for anti-HBc.

Test reactivity may represent a "fal se positive"
reaction. In the absence of a licensed confirmatory
test, it is suggested that an aliquot of serum or

pl asma from each repeatedly reactive unit be frozen
at -20 C or colder and stored for possible future use
in verifying the screening test result in the context
of a donor reentry al gorithm

In the absence of |icensed confirmatory tests for
anti-HBc, the blood center nay wish to utilize

rel ated test results when counseling the donor. The
al ani ne am notransferase (ALT) level of an HBsAg

nonr eacti ve donor sanple nay assist in the eval uation
of the significance of a repeatedly reactive anti-HBC
screening test result. However, regardl ess of the

ri sk assessnent from evaluation of related tests,
donors who are repeatedly reactive for anti-HBc on
nore than one occasion should be deferred

i ndefinitely fromdonation of whol e bl ood and
conponents for transfusion (See Section |I.B.).



[1. LABELI NG OF WHOLE BLOOD AND COVPONENTS | NTENDED FOR
TRANSFUSI ON

A

Whol e Bl ood and Bl ood Conponents |Intended for
Honol ogous Transf usi on

Consistent with the | abeling for other infectious

di sease marker tests as described in 21 CFR 606. 121
and in the current Guideline for the Uniform Labeling
of Blood and Bl ood Conponents, negative anti-HBc test
results need not appear on-the container |abel but
shoul d be included in the instruction circular. An
appropriate statenent is:

", ..nonreactive for anti-HBc."

This statenment nmay be conbined with other statenents
concerning tests for infectious di sease nmarkers. For
exanpl e, the follow ng conbined statenent is
accept abl e:

"A sanmple from each donation intended for honol ogous
use has been tested by FDA-licensed tests and found
negative for antibody to human i munodeficiency virus
(anti-HV-1), and nonreactive for hepatitis B surface
antigen (HBsAg), antibody to hepatitis B core antigen
(anti-HBc), antibody to hepatitis C virus (anti-HCV)
and anti body to human T-cell |ynphotropic virus, type
I (anti-HTLV-1)."

Wol e Bl ood and Bl ood Conponents I ntended for
Aut ol ogous Transfusi on

The gui dance for autol ogous bl ood and bl ood
conponents issued on 15 March 1989 i ncl udes
recommendati ons for | abeling autol ogous bl ood. Wen
the test for anti-HBc is repeatedly reactive, the

bl ood product should be permanently | abeled with the
" Aut ol ogous use only" and special Bl CHAZARD | abel s
described in the current Cuideline for the Uniform
Label i ng of Bl ood and Bl ood

Conmponents. The Circular of Information distributed

wi th bl ood products shoul d be anended to include use
of the biohazard | abel when an autol ogous unit tests
repeatedly reactive for anti-HBc.

Units of Whol e Bl ood or Conponents Not Tested for
Anti - HBc.

On rare occasions, it may be necessary to ship a unit
not tested for anti-HBc because a tested unit is not
avai | abl e. For exanple, untested Red Bl ood Cells,
Frozen, with no serum or plasnme avail able, nay be



required to neet an energency need for a rare
phenot ype. The container |abel of such an untested
product should include a statenent such as the
fol | owi ng:

"Caution: Test for anti-HBc has not been done."

[11. LABELI NG OF BLOOD AND BLOOD COMPONENTS | NTENDED FOR FURTHER
MANUFACTURI NG OR RESEARCH

A. Pl asma I ntended for Further Manufacture into
I nj ectabl e Products

At this tine, Source Plasma and recovered pl asma
under short supply agreenents may be shipped to U S
licensed fractionators for further nmanufacture into
i njectabl e products without |abeling as to anti-HBc
test status. Additional recomendations for the

| abel i ng of such units are being considered.

Not e: Source Plasma and recovered plasnma for further
manufacture into injectable products by |licensed

manuf acturers are prepared, |abel ed, shipped, and
accepted, using approved procedures. Products and
sanpl es bei ng shi pped under other circunstances,
however, need to be appropriately |abel ed, as addressed
bel ow.

B. Pl asma and Red Blood Cells Intended for Further
Manuf acture into Noninjectable Products; Wole Bl ood,
Bl ood Components, and Sanpl es for Research Use

Products intended for further manufacture into in
vitro diagnostic reagents or for use in research
studies (Section IV.B.) are often provided to
consi gnees on an "as needed" basis, rather than as
routi ne shipnents. Therefore, FDA is recomendi ng
that such products be | abeled with one of the
followi ng statenments to indicate test status:

1. "Negative by an FDA |icensed test for
anti-HBc."

2. "Not tested for anti-HBc."

3. "Reactive by an FDA |icensed test for
anti-HBc."

If the product is not tested for anti-HBc or is
reactive for anti-HBc, |abels should al so include:

"CAUTI ON: For further manufacture only into
in vitro diagnostic reagents for which there
are no alternative sources."



or
"For | aboratory research only."

If the product is not licensed or is not provided
toa US. licensed in vitro diagnostics

manuf acturer under a short supply agreenent, the
foll owi ng statenment should al so appear on the

| abel :

"Not for use in products subject to |license
under Section 351 of the Public Health
Service Act."

V. QUARANTI NE AND DI SPCSI TI ON OF REPEATEDLY REACTI VE DONATI ONS

Whol e bl ood and bl ood conmponents that are repeatedly reactive for
anti-HBc should be quarantined and either destroyed as if
infectious for hepatitis or restricted to appropri ate use other
than transfusion. Provisions of FDA's 6 April 1988 nmenorandumto
all registered blood establishnments, Control of Unsuitable Blood
and Bl ood Conponents, apply.

A Whol e Bl ood or bl ood conponents that have been found
to be repeatedly reactive for anti-HBc should be
noved fromthe general quarantine area for storage of
untested units to a special quarantine area
designated for units unsuitable for transfusion due
to infectious disease test results.

NOTE; Recovered plasna nay renmain in general quarantine
with other units intended for manufacture of plasna
derivatives. A nmechani sm should be in place, however,
to ensure that a unit of anti-HBc reactive plasnma wll
not be rel eased i nadvertently as plasnma for

transf usi on.

B. Anti-HBc repeatedly reactive blood and bl ood
conponents shoul d not be used for honol ogous
transfusi on. FDA suggests that establishments destroy
t he bl ood or bl ood conponents (and | aboratory
sanpl es, except as noted in |.D.) by autoclaving at
121.5 C maintained for 60 m nutes by saturated steam
or by incineration. Wile awaiting destruction, the
whol e bl ood or bl ood conponents should be promnently
| abel ed "NOT FOR TRANSFUSI ON;, anti-HBc reactive" in
accordance with 21 CFR 606. 121(f).

C. Wol e Bl ood and bl ood conmponents repeatedly reactive
for anti-HBc should be distributed to consignees in a
manner consistent with 21 CFR 606.40(a)(7), 606. 100,
and 606.165. Additional information concerning the
shi pment of biol ogi cal products and clinical



speci mens, including donor bl ood sanples, may be
found in the followi ng CFR sections:

Postal Service: 39 CFR Part 111. See al so
(a) the Domestic Mail Manual, which is

i ncorporated by reference into the CFR, and
(b) the International Mil Mnual, for
materials to be transported by air.

Departnment of Transportation: 49 CFR Part 173

Depart ment of Health and Human Servi ces,
Centers for Disease Control: 42 CFR Part 72

The FDA's 26 Cctober 1989 guideline for collection of
bl ood or bl ood products from "high risk" donors need
not be applied at this tine to collections from
donors known to be anti-HBc repeatedly reactive,
whose bl ood or plasma may be needed for use in
research or further manufacture. It is enphasized
however, that all staff should be instructed to

foll ow uni versal blood and body-fluid precautions in
all situations where contact with human bl ood can be
anti ci pat ed.

V. " LOOKBACK"

A targeted "l ookback" programin relation to previously collected
products from donors testing repeatedly reactive for anti-HBc is
not reconmended at this tine.

VI. PLASMA FOR FURTHER MANUFACTURE

A

Source Plasma: The FDA does not currently reconmend
that Source Pl asma donors be tested for anti-HBc. If
anti-HBc reactive units were excluded from pools used
for the manufacture of plasma derivatives, titers of
anti-HBs in those pools would be expected to

di m ni sh, as both these antibodi es usually occur
together in plasma. The presence of anti-HBs is
believed to contribute to the safety of certain

pl asma products such as the i munogl obul i ns.

Recovered plasma: Plasma units that are untested,
nonreactive, or repeatedly reactive for anti-HBc are
currently acceptable for the manufacture of plasma
derivatives under short supply agreenents (see 21 CFR
601.22) with U.S. licensed plasma fractionators.



