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Guidance for Industry -

Requallficatlon Method for Reentry of Blood Donors Deferred Because

of Reactive Test Results for Antibody to Hepatitis B Core Antlgen
- ' (Antl-HBc)

This draft guidance, when findalized, will represent the Food and Drug: Admzriz'stratlon s (FDA .s')
current thinking.on this topic. It does not create or confer any rights Jor or on any person and’
_does not operate to bind FD4 or the public. You can use an alternate approach if the approach

satisfies the requirements of the applicable statutes or regulations. If you want to disciss an |

alternate approach, contact the appropriate. FDA staff. Ifyou cannat identify the appropnate .‘: i

FDA sraﬁ call the appropriate number-listed on the nﬂe page of this gmdance _

1. IN'I‘RODUCTION

. We FDA are prov1d1ng reCOmmendatlons to you estabhshrnents that collect human blood or -

- blood components fora requahﬁcatlon ‘method or process for the reentry of deferred donors into
the donor pool based on a detérmination that previous tests that were repeatedly reactive for
‘antibodies to hepatitis B core antigen (antl-HBc) were falsely positive and that there is no
evidence of infection with hepath B virus (HBV). Currently, donors who are repeatedly-

. reactive on more than one. occasion for anti-HBc (samples from more than one collection from

" the donor are repeatedly reactive for anti-HBc), must be indefinitely deferred; in'accordance with' -

Title 21 Code of Federal Regulations, section 610.41(a) (21 CFR 610.41(a)). Although it may -
seem unlikely that two anti-HBc tests would be false positives, such situations have occmred '

- - with some frequency because of the relative non-specificity of these tests. The result is that -

. many otherwise suitable donors are indefinitely deferred because of their anti-HBc test results
- even though medlcal follow-up of such donors 1nd1cates that they are not mfected w1th HBV

The avaﬂabﬂlty of an FDA-hcensed hepatms B virus nuclew ac1cl test (HBV NAT) whlch is

- particularly sensitive when singlé samples are tested, prov1des an additional, powerful method of
determining whether a donor who has been deferred because of anti-HBc reactivity is truly
infected by HBV. Due to the availability of this licensed HBV NAT and the improved
spec1ﬁ01ty of anti-HBc assays, we are recomimending in this guidance a reentry algonthm for
idonors deferred due to falsely posmve repeatedly reactive tests for anti—HBc o

FDA’s guldance documents mcludmg this guldance do not establish legally enforceable

- responsibilities. Instead, guidanceés describe the FDA’s current thinking on a topic.-and should be
viewed only as recommendations, unless specific regulatory or statutory requirements are cxted
The use of the word should in FDA’S gu1dances means that. somethmg is suggested or

; recommended but not reguired. - . _ '
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. HBc have been estunated as 1-in 63,000 donations (Ref., 3) to 1 in 18‘0 000 donatlons' '

Contains Nonbinding Recommendations

Draft —Not For Implementation

BACKGROUND

A. Chmcal Slgmﬁcance of Donor Sereemng for Hepat:tis B les Infectlon

- HBV is a major human pathogen that causes acute and chromc hepatms, eurhosxs and

hepatocellular carcinoma (Ref. 1). HBV is an enveloped virus with a partially duplex’

~_-circular deoxynbonuclelc acid (DNA) genome of approxunately 3,200 bases. ‘Most
.. primary infections in adults are self-limited; the virus is cleared from the blood and liver,

and individuals develop a lastmg immunity. Fewer than 5% of mfected adults develop
chronic mfecnons that ¢an be asymptomatic (i.e., a carrier tate). About 20% of".

N chromcally infected individuals develop cirrhosis. Chromcally mfected subjects have .

100 times higher risk of developmg hepatocellular carcinoma ‘than. non-carriers. The

_ mortality of acute HBV infection is about 1%. In the United States, 'deaths ﬁ'om chronic

HBV mfectlon are ‘estimated to range from 3, 000 to 5,000 md1v1duals per year (Ref 2)

' Currently, HBV is transxmtted by blood n‘ansfusmns more frequenﬂy than hepatms C

virus or human immunodeficiency virus (HLV). The re51dual risk of post—transfusmn
HBV infection from donations screened for hepatms B surface ' Ag

e : (Ref 4).; The r.najor cause of HBV' transmission. by blood is attnbutable to donatlons .

from. asymptomanc “donors w1th acute HBV infections Who have not yet developed
HBsAg (i.e., donors in the seronegatlve window period), and from donors with chromc
infections in which serological markers are not detected (occult hepatitis B). -.

, .—Seronegatwe blood donations from infected individuals can transrmthepatltls B In such
.. cdses, Jookback studies using polymerase chain reaction have shown that HBV DNA can
L be detected at Iow levels in the donor s blood (Ref 5) '

HBsAg becomes detectable in blood 30 to 60 days aﬂer mfectlon followed by emergence

- of anti-HBc. Viremia develops by the time HBsAg is detetted; and can reach 10°-10

vmons/ml in acute infections (Ref. 1J. Upon cleararicé 6f the HBV inféction by the

immune response, the HBsAg antigen disappears from the circulation and detectable anti- '

- HBcand antxbody to hepatitis B surface antigen (antl-HBs) usually permsts mdeﬁmtely

There is evidence that anti-HBc can decrease and even ' disappear over a périod’ of decades

" in resolved infections (Ref 6). In chronically infected individuals, tests for HBsAg and

anti-HBc usually remairni positive for life and lower v1ral nters can be detected 1n blood

L for a Iong permd but tend to declme over tlme

HBV NAT assays for detectlon of HBV DNA have been developed S0 far one test has B

“been licensed for screéning blood donations‘using & miniposl sample format. This assay

is also indicated for testing samples from individual donations, thus increasing test -

. sensitivity. In'a BPAC. meeting on Octobeér 21, 2004 (Ref 15) we proposed arevised h

reentry algonthm in which subsequent testing of the donor for HBsAg and antl—HBc 1s
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retained, but sensitive HBV DNA testing using a licensed NAT would replace anti-HBs
testing. While the Committee did not take a formal vote on FDA’s proposed algorithm,
the Committee did not raise any objections to FDA’s proposal. We are not proposing
additional testing for anti-HBs as part of donor reentry because extensive hepatitis B
vaccination programs have been in place for a number of years, resulting in many

- individuals having anti-HBs from vaccination. *As aresult, anti-HBs now has
questlonable value asa marker of hepatltls B mfectlon ‘

Smce October 21, 2004 we have hcensed a quahtatlve test for the d1rect detectlon of .
~ HBVDNA in human plasma from donations of Whole Blood and blood: components for
transﬁ.lsmn and Sotirce Plasma.’ The, ava11ab111ty of a sensitive, FDA-licensed HBV NAT
" assay, partlcularly ‘when smgle samples are tested, prov1des an additional, powerful
-~ method of detemnmng whether a donor'who has béen deferred because of anti-HBc
féactivity is truly infected ‘oy HBV. Due fo the avallablhty of a licensed HBV'NAT and
. the 1mproved spec1ﬁ01ty of antx—HBc assays we are proposmg a reentry algonthm for ‘
’ 'antl-HBc in tlns guldance : :

‘ B. Ratlonale for the Requahficatron Method for Reentry

. :Under 21 CFR 610 40(a), u must test each donat1on of human blood or blood
a component mtended for use: m‘ preparmg a product mcludlng donattons mtended as a
ol Zcomponent of, or uséd to prepare; 4 miedical device, for evidence of mfectxon due to
- HBV, -Testmg for ev1dence of mfectlon includes testmg for the | presence of HBsAg and
o ‘_‘anti-HBc Tn addltlon some blood establlshments also test blood donanons for HBV ’
e "DNA by NAT o -

o Under 21 CFR 6 1 0 41 (a) blood establlshments must defer donors who test reactive! by a
" screening test fot evidence of- mfectlon ‘die 16 a communicable disease agent(s) listed in
o+ 21 CFR 610. 40(a). However, dorors ‘who' test repeatedly reactive for anti-HBc on _only
.- ‘one occasion néed not be deferred (21 CFR 610 41(a)(1)), although the donation .
S ._""'}.collected would be unsurtable (Ref 11) Donors ‘Who test réactive on more thar i one
[ occas10n do not fall w1thm th1s prov131on and must be deferred under 21 CFR 6 lO 41(a)

" ::Under 21 CFR 61 0 41 (b) e.,provrded for reentry of a deferred donor who is”
L {fsubsequently “found to be'suitable a5’ dondr of blood 6r blood comiponents by a
- ‘_'requallﬁcanon method or process found acceptable for such purposes by FDA &

_ Untrl HOW, We have fiét recommended a requahﬁcatlon method for reentry of donors
: deferred due to repeatedly reactlve test results for antr—HBc because thére wasno -

" 'In 21 tCFR 610 41(a) FDA reqmres that blood estabhshments defer donors who test reactive by a screemng test for
evidence of infection due, toa commumeable dlsease agent listed in sectlon 610 40(2). In section 610.41(a)(1),

* however, a donor who tests reactive for antl-I-IBc on. only ori¢ occasion is not requn'ed to'be deferred. In'this
guidance, we refer to reaGtive test results forHBsAg and antl-HBc as “repeatedly reactlve” to accurately descnbe s
the testmg algonthm for antl-I-IBc : : : L .
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supplemental (additional, more specific) test available. - Although donor screening for
anti-HBc has contributed to blood safety, a large proportion of donors with anti-HBc
reactivity who fulfill all other donor suitability criteria have been indefinitely deferred on
the basis of potentially false positive anti-HBc test results (Refs. 7, 16). It is estimated
that as many as 21,500 potentially eligible donors were deferred annually in the late
1980s and 1990s because of false positive.anti-HBc results and that over 200,000 donors
could be ehglble for, reentry (Ref 7) e :

For. purposes of reentenng mto the donor pool a donor who has been mdeﬁmtely deferred N

* . ‘because of having tested repeatedly reactive for anti-HBc On more than one occasron, we -

recommend that, after a minimum of 8 weeks following the last repeatedly reactive antr-HBe

- test, you obtain.a pre-donation blood sample (i.., a blood sample which is obtained prior to any -
- next. donatton) ﬁom the donor for follow—up testmg, using hcensed tests for HBsAg, antt-HBc
. and HBVDNA by NAT Provided. that the blood sample. test results are negatrve for HBsAg, _ :
.. anti-HBc and HBV NAT the donor - thay, at.a later date, return 0. donate blood.. When the donor .
; ‘returns to donate subsequent to. the negatwe tests for HBsAg, g_mtt-HBc and HBV NAT on the -
o pre-donauon sample -We recommend that’ you, reenter the donor. as ehgrble to donate Whole e

Blood and | lood components provtded that all other suttabthty cntena aie: met

: For donor retestmg,'w.e\ ¢comimend that a rnmlmum 8-week (56 days) penod elapse followmg
the {ast repeatedly” reactive anu-HBe tesf, | because this time’ ‘period, provrdes sufﬁcrent confidence -
. thatat least one.of the three HBV markers (HBsAg, anti-HBc, and HBV DNA) will be detectable B

if the donor had been truly infected with HBV at the time of that last anti-HB¢ reactive donation -

" (Ref. 1). In addition, 56 days is the minimum time penod permitted between donatlons of Whole [ o

Blood (21 CFR 640. 3(b))

- For purposes of reentry, we recommend that 3 you usé a a licénsed HBV NAT labeled as havmg a

sensitivity of < 10 copies /mL. (at 95 % detection rate). This sensitivity reflects the current-

- technological capabilities regarding sensm\uty of HBV NAT assays. - Depending upon the assajr o

. and the platform used, this sensltlvny may only be acmeved when testing mdwtdual donor L
© samples. : :

Donor reentry followmg deferral for repeatedly reactrve tests for ant1-HBc on more than one

_ occasion:

A. You may reenter into the denor pool a donor who has been indefinitely deferred

solely because of repeatedly reactive tests for antl—HBc on more than one occasion 1f
- (see flow chart in the Appendrx)

1. After a rmmmum of 8 weeks following the last repeatedly reactive antl-HBc . “
test, you collect a follow up sample ﬁom the donor and thrs sample tests .
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