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Issue Summary
Blood Products Advisory Committee Meeting
July 22-23, 2004

Topic IV: Hepatitis B Virus Nucleic Acid testing (NAT) for Donors of Whole Blood
Issue:

FDA seeks the opinion of the Committee on the performance of the Roche COBAS
AmpliScreen HBV test in minipools of 24-samples to screen blood for transfusion by
nucleic acid testing (NAT), and its proposed intended use as an alternative to hepatitis B
surface antigen (HBsAg) testing in conjunction with testing for antibodies to hepatitis B
core antigen (anti-HBc).

Background:

Hepatitis B virus (HBV) is a major human pathogen that causes acute and chronic
hepatitis, cirrhosis and hepatocellular carcinoma (for a review, see Ganem and Prince,
2004). HBV is an enveloped virus with a partially duplex circular DNA genome of
approximately 3,200 bases. Most primary infections in adults are self-limited, the virus
is cleared from blood and liver, and individuals develop a lasting immunity. Less than 5
percent of infected adults develop persistent infections that can be asymptomatic (i.e. a
carrier state). Twenty percent of chronically infected individuals can develop cirrhosis.
Chronically infected subjects have 100 times higher risk of developing hepatocellular
carcinoma than noncarriers. HBsAg becomes detectable in blood 30 to 60 days after
infection followed by emergence of anti-HBc. Viremia develops by the time HBsAg is
detected, and can reach 10° —10'° virions/ml in acute infections. Upon clearance of the
HBYV infection by the immune response, the HBsAg antigen disappears from the
circulation and anti-HBc usually remain indefinitely. In chronically infected individuals,
HBsAg and anti-HBc usually remain for life, and lower viral titers can be detected in
blood for a long period, but tend to decline over time.

The risk of transfusion-transmitted HBV infection was dramatically reduced after the
development of HBsAg tests to screen blood donations in the late 1960s and 1970s. In
the US, blood donors are screened for HBsAg and anti-HBc antibodies. Currently, HBV
is transmitted by blood transfusions more frequently than HCV and HIV. The residual
risk of posttransfusion HBV infection using the HBsAg and anti-HBc¢ screening tests has
been estimated as 1:63,000 (Schreiber et al., 1996) to'1:180,000 (Busch, December 2001,
FDA Workshop) donations. The recent implementation of NAT to screen blood for HIV
and HCV significantly reduced the risk for HCV and HIV infections from blood
transfusions to 1:1.6 x10° and 1:1.9 x10° donations respectively (Busch, December 2001,
FDA Workshop). Depending on the sensitivity of the test, implementation of HBV NAT
has the potential to reduce the risk of posttransfussion HBV infection to levels similar to
HIV and HCV.



Discussion:

During the serologically negative window period (WP), blood from infected individuals
can transmit hepatitis B. Look-back studies using Polymerase Chain Reaction (PCR)
showed that HBV DNA can be traced to the donor’s blood. A recent European study of
3.6 million blood donations screened by HBV NAT using minipools of 96-samples (Roth
et al., 2002) detected 6 PCR-positive serology-negative cases, but did not detect 37 out of
432 HBsAg-positive donations and an undetermined number of anti-HBc reactive
donations (most Europeans do not use anti-HBc for screening blood donors). This study
concluded that HBV minipool NAT in conjunction with anti-HB¢ would reduce the
residual risk of transfusion-transmitted HBV. The US study conducted by Roche
Molecular Systems in 581,790 volunteer whole blood donations screened by HBV NAT
using minipools of 24-samples (a smaller minipools size than the European study)
detected 2 WP cases, claims to have detected all bonafide HBsAg-positive donations
(103 samples), and detected 12 out of 2,989 donations reactive only for anti-HBc.
According to this study, the use of the COBAS AmpliScreen HBV test in conjunction
with the anti-HBc antibody test would reduce the residual risk of transfusion-transmitted
HBYV and could be used as an alternative to the HBsAg donor screening test. However,
the small number of discordant results in this study and the lack of follow up of 2 out of 4
HBsAg-positive only donations argues for caution, especially when considering the
replacement of the HBsAg test, a highly reliable and sensitive blood screening test that
has been used for more than 3 decades. Undoubtedly, implementation of more sensitive
individual donation (ID) HBV NAT would further reduce the rate of transfusion-
transmitted HBV (Allain, 2004; Busch, 2004; Biswas et al., 2003; Kleinman et al., 2003;
Kuhns et al., in press). However, ID HBV NAT for donor screening is not currently
available, and the infrastructure required to implement nationwide ID NAT will take
several years to develop.

Roche Molecular Systems submitted a BLA for the COBAS AmpliScreen HBV test,
which is a nucleic acid amplification test for the qualitative detection of HBV DNA in
human plasma. The intended uses are:

a) To screen plasma samples from donors of Whole Blood and blood components,
Source Plasma and other living donors in conjunction with licensed anti-HBc
tests.

b) To screen specimens from living organ donors

c) To replace licensed HBsAg tests with NAT for screening human plasma.
For donations of Whole Blood and blood components for transfusion, plasma will be
tested in pools of not more than 24 individual donations. For Source Plasma, pools will

comprise of not more than 96 donations. Please note that the 96-sample minipool NAT
for Source Plasma donors will not be discussed in this Advisory Committee Meeting.



The objective of the study was to detect HBV infection in the WP. All blood is currently
tested by both HBsAg and anti-HBc assays. Still, the major cause of HBV transmission
by blood is from asymptomatic donors who have not yet developed HBsAg (i.e., "WP) or
chronic cases where serological markers are not detected (occult hepatitis B). Roche
claims that their 24-sample minipool HBV NAT can detect HBV DNA in the HBsAg-
and anti-HBc-negative WP of infection and in chronic cases. Roche also claims that
additional HBV positive donations were identified using their modified NAT/anti-HBc
testing algorithm than the current algorithm (HBsAg/anti-HBc). Thus, Roche seeks a
claim to replace the HBsAg screening tests by 24-sample minipool NAT. Data will be
presented with regard to these claims, and the Committee will be asked to advise FDA on
scientific issues pertinent to establishing an appropriate role of HBV NAT in minipools
for increasing the safety of the blood supply.

Questions for the Committee:

FDA would like the Committee to discuss the scientific merit and public health
risk:benefit ratio for replacement of HBsAg testing by HBV NAT in a blood donor
setting, and for use of HBV NAT in addition to continued donor screening for HBsAg.
More specifically, the Committee will be asked the following questions:

1. Do the sensitivity and specificity of the Roche COBAS AmpliScreen HBV
test in minipools of 24-samples support licensing of the assay as a donor
screen?

If so,

2a. Assuming continued use of screening tests for anti-HBc, do the data
support use of the Roche COBAS AmpliScreen HBV test in minipools of
24-samples to screen blood for transfusion as an equivalent alternative to
the HBsAg test?

2.b. If the data do not support use of the Roche COBAS AmpliScreen HBV test
in minipools of 24-samples as an equivalent alternative to HBsAg to screen
blood for transfusion, what additional data would be required to validate

such use?

3. Do the data support use of the Roche COBAS AmpliScreen HBV test on
minipools of 24-samples to screen blood for transfusion as an added test in
conjunction with licensed donor screening tests for HBsAg and anti-HBc?
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A Prospective Study to Evaluate the g
Screening of Plasma Pools from
Volunteer Blood Donations for the
Presence of HBV DNA
Altan Frank, MD MS
$r. Director, Clinical Affairs
Roche Molecular Systems, Inc.
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Clinical Trial Summary = é
=
* Initiated August 2002 involving 5 U.S. sites. g‘?

Recruitment completed April 2003.
704,902 spacimens tested of which 581,790 were
included* in the study analysis.

» Today's focus:

- Additional safety of blood supply via HBV NAT
testing

— Coverage of HBsAg via HBV NAT testing

* Specimens wera excluded if no paired electronic results were available.
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Clinical Trial Summary o
Resuitss - Totai
Anti-HBc - / HBsAg - / DNA - 578,671
Anti-HBc + / HBsAg + / DNA +

Anti-HBc + / HBsAg + / DNA -
Anti-HBc + / HBsAg -/ DNA -
Anti-HBC - / HBsAg + / DNA +
Anti:HBeS ] HBSAGS FDNA S
Anti-HBC + / HBsAg - / DNA + 1

>, Anti-HBE: ! HBSAG: +% DNAZ G
Total 581,790

Diagnostics

3

BPAC Meetng 7/23/04 For lnvestigational Use Onty COBASE AmphScreen




Anti-HBc -/ HBsAg + / DNA -

« Action
-~ Test index donation by Alternate NAT
- If Alternate NAT positive, quantitate
~ Enroli in follow-up study

+ Four donors were in this category. Two donors compieted

follow-up study, two have follow-up results pending.

BPAC Meeting 7/23/04
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COBASE AmpiScreen

Diagnostics

Follow-up Study

« Donor enrolled in the follow-up study were to return
weekly for the first month and then monthiy for

5 months for a total of 6 months

+ Testing was to include the following:

Diagnostics

- ligM anti-HBc
- anti-HBc (total)
- anti-HBs
- HBsAg
- HBV DNA
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Follow-up Subject HA130002 o 8
]
s
Day | Anti-HBc | HBsAg | HBV DNA | Anti-HBs | IgM Anti-HBe| 8@
Index | NR | Positiv | Negative ND ND Q
73 NR MR | Negative | Negative Negative
98 NR NR Negative | Negative Negative
134 NR NR | Negative | Negative Negative
155 NR NR Negative | Negative Negative
BPRAC Mestng 7/23/04 Far Investigational Use Only COBAS® AmphScreen 6
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Follow-up Subject DA120004 o

Day | Anti-HBe | HBsAg | HBV DNA | Anti-HBs | IgM Anti-HBe
index NR Positiv | Negative ND ND
69 NR RR* | Negative | Positive Negative

126 NR RR* Negative Positive Negative

1584 NR RR* Negative Positive Negative

181 NR RR* | Negative | Positive Negative

* The HBsAg was repeat reactive but negative on
neutralization.

Diagnostics

BPAC Meatng 7/23/04 For Investigational Use Only COBAS® AmpiiScreen 7

e

E

B AT W B S S R e

mra

A

B S

Anti-HBc - / HBsAg - / DNA + a

« Action
- Test index donation by Alternate NAT
- if Alternaite NAT positive, quantitate
- Enroll in follow-up study

» Twenty-three donors were in this category.

Diagnostics
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Potential Window Cases o

« 23 Donors wefg HBV DNA + / HBsAg - / Anti-HBc

- 14 were enrolied into the follow-up study
- 2 confirmed Window Period cases

« 12 presumed false positive due to persistently
negative Anti-HBc, HBsAg and HBV DNA

- 9 subject declined follow-up (calculated as false
positive for sensitivity/specificity determination)

BPAC Meetng 7/23/04 For investigational Use Only COBAS® AmphScreen
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Follow-up Subject AA110001 o %

Day | Ant- |HBsAg| HBV Anti- igM Quant. é
HBc DNA | HBs | Anti-HBc | copesim | &

inde | NR NR |Positive| ND ND 2,800

17 | NR | Positiv| Posiive| NR NR 120,000

0 | NR | Positv | Posiive | WR NR 3.1E9

78 | RR | Postiv | Positve | NR NR 3.5E9

55 | RR | Positv | Posiive| NR RR 4.768

702 | RR | Positv | Posiive] NR RR >5.069

26 year old maje repest donor with no known risk factors

BPAC Meetng 7/23/04 For Investigational Use Only COBAS® AmpiScreen
0
Follow-up Subject DA120001 0 g
=
Day | Ant- |HBsAg| HBV Anti- IgM Quant, g
HBc DNA | HBs titer | An-HBc | copies/m o
inde | NR NR |Positive| 2340 ND 260
§ | NR | NR |Posiive| 1980 NR 700
22 0 RR | NR |Postive| 2730 NR 200
29 | RR NR | Negativ| 3350 RR 100
£.
57 | RR NR | Negativ| 112 RR ND
168 | NR NR |Negativ| 55 RR ND
2. L
49 year old female, repeat donar, heaith care worker, previously
vaccinated
BPAC Meetng 7/23/04 For Investigatonal Use Only COBAS® AmplScreen
Specxﬁm.ty and Sensitivity '8
Calculations g
T o o
« HBV status was assigned to each donor for the =}

calculations,
= HBV Status Positive included:
— HBsAg + / Anti-MBc +
— HBsAg + / Anti-HBC ~ , unless reassigned by follow-up
test resuits
» HBV Status Negative included:

- HBsAg -/ Anti-HBc - , unless reassigned by follow-up
test results

» HBV Status Unknown included:
~ HBsAg - / Anti-HBc +

BPAC Meatng 7/23/04 Far investigational Use Only COBASE AmpliScreen




Clinical Trial Summary o
irifial Resuits Final HBV Total
Status.
Anti-HBe +/ HBsAg +/ DNA + Positive 84
Anti-HBc + / HBsAg +/ DNA - Positive 16

Anti-HBc
23 Be

-/ HBsAg + / DNA + Positive 3

Anti-HBc-/HBsAg-/ONA- | Negaive | 578,671
Anti-HBc +/ HBsAg -/ DNA + Unknown 1
Ant-HBC +/ HBsAg -/ DNA - Unknown 2,988

* One donor’s MD has retested patient upon folfow-up and was
found to be negative for HBsAg, anti-HBc¢ and anti-HBs

BPAC Meeting 72304 For Investigational Use Only COBAS® AmpliSicreen

Diagnostics

Sensitivity and Specificity of the g §
COBAS AmpliScreen HBV Test [
&
o
+ Specificity: Negative COBAS AmpliScreen HBV Test g
resuits
in specimens with negative HBV status divided by the totat
number of evaluable specimens with negative HBV status
« Specificity is calculated as 578,673/578,694 and is
99.9964% (89.9944% to 99.9978%)
- Sensitivity: Positive COBAS AmpliScreen HBV Test
results
in specimens with positive HBV status divided by the total
number of specimens with positive HBV status.
» Sensitivity is calculated as 89/107 or 83.18% (74.72 to
89.71%)
BPAC Meetryy 7/23/04 For investigationat Use Only COBAS® AmpiScreen
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Follow-up Subject LA150001 §
[
- - g
Day | Ant- |HBsAg| HBY | Anti- igM | Quant. e
HBe DNA HBs | Anti-HBc | copies/m
inde| NR | NR |Positve| ND ND | 8100
7 1 NR | Positv | Positive| RR NR ND
26 | RR NR |Negativ| RR RR ND
54 RR NR |Negatv| RR RR ND

27 year oid male repeat donor, multiple high-nsk male sexual
partners

BPAC Meeting 7/23/04. For investgational Use Only COBAS® AmphScreen




Follow-up Subject LA150002 =

Day | Anti- |HBsAg| HBV | Anti- lgM Quant,
HBe DNA HBs | Anti-HBC | coples/im

index| NR NR | Posiive | ND | ND 2,500
7 NR Positiv | Positive [ NR NR Not Done

14 | NR | Positiv| Positve | NR | NR ND
21 NR | Positiv | Posiive | NR | NR ND
28 | RR NR | Posiive | NR | RR ND
63 | RR NR | Negatve | RR | RR ND

29 year old male repeat donor, only possible risk factor was
acupuncture once a week for 8 weeks prior to donation

BPAC Meating 7723104 For investigational Use Only COBAS® AmpiScreen

Diagnostics

[
Follow-up Subject LA151303 = £
&
h]
Q
Day | Anti- ] HBsAg | HBV Anti- igM Quant.
HBe DNA HBs | Anti-HBc¢ | copies/m
Inde| NR NR | Positiv| ND ND | 37500
T4 |Pending | Pending | PoBitiv| NR NR | Not Done
e
50 year old male repeat donor
BPAC Mesting 7/23/04 For investigational Use Qnly COBAS® AmpiScreen
Pool Reactivity for Source Plasma Donors 0 §
{Pools of 96) 8
5
p
=]
Non-Reactive Pools 1072 99.26% 99.42%
Initiafty Reactive pools 8 0.74% 0.58%
Initiat pools with positive 3 0.28% 0.33%
COBAS and concordant
serology
Paosilive pools due to 2 0.18% 0.008%
window cases .
mtiafly Reactive pools with 3 0.28% 0.2%
negative COBAS resolution
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Blood Supply Safety: Other Data

Diagnostics

« Independent data comparing NAT testing for other
blood-borne pathogens indicate HBV NAT testing
likely to increase blood safety based upon comparative
NAT precedent.

+ Presumed “Window” cases detected indicate
WNV > HBY > HCV > HIV

BPAC Mesting 7/23/04 For investigational Usa Only COBAS® AmpiiScreen
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Results of NAT Screening in the US a8
From: M Busch EPFA (Paris May 2004) [
Stramer, Glynn, Kleinman, Cagtioti, Strong, Busch . NEIM, in §,
press ]
Gandhi, Strong, Kleinman et al. Blood102 (11):1924, 2003 a
Morb Mortal Wkly Rep 52:1160 -
Virus Dates Units NAT+Ab~
Tested
HCV 4-1¥9910 1204 | 53.3 mullion 230
(4/230,0009
HIV 4/99-12/0010 12104 | 50.3 million
{4/3.1 milion}
HBV 8/02t0 12104 1.7 million 5
{1/340,000)
WNV 7103t 11404 4.8 miltion 468
{1/5,000)
BPAC Meeting 7/23/04 Far investgational Use Only COBAKD AmpliScreen
Conclusion 0

Diagnostics

+ The COBAS AmpliScreen HBV Test is suitable for biood
screening with a mini-pool strategy

« The COBAS AmpliScreen HBV Test has identified
individuals in the pre-seroconversion window period.

» These data suggest that HBV MP-NAT should increase
blood safety, and may provide an alfernative to HBsAg
screening.

BPAC Meetng 7/23/04 For Investigational Use Only COBAS® AmpuScreen
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Back-up Slides 0 2
g
=
8
a
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. 0o g
Pool Reactivity (Pools of 24) ?é
: tags| 2
Pools Tested 25,845 100%
Non-Reactive Pools 25,685 99.42%
Initially Reactive Pools 150 0.58%
Initiat pools with Positive COBAS 85 0.33%
resolution and concordant serology
Positive pools due to window cases 2 0.008%
Initiafly reactive pools with negative 51 0.2%
COBAS resolution
iitiat pools with positive COBAS 9 0.03%
resolution and without concordant
TRl §8als with 2 positive COBAS 3 0.01%
rasolution: one concordant ane not
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Anti-HBc + / HBsAg + / DNA - o :%
=
* 16 Specimens met this criterion &
[«
» All specimens to be tested by Individual Nucleic
Acid Testing (INAT)
« All specimens to be tested by Alternate NAT
= If Alternate NAT positive, the specimen was
quantitated using the Alternate NAT Assay
« Donors were not enrolled into follow-up
BPAC Meating 7/23/04 For Investigational Use Only COBAS® AmpiiScreen
Anti-HBc + / HBsAg + / DNA - o8
g
e S
1D NAT Alterate NAT n{copiesim a
1)
Postive 7 200
Positive 10 Negative 2 NA
Not Done 1 NA
Positive 2 <100
Negative § Negative 2 NA
Not Done 1 NA
D NAT and Altemate NAT not performed on one
specimen
BPAC Meotng 7/23/04 For Investigational Use Only COBAS® AmpiScreen
Follow-up Study 0§
2
- - g
[=]

 Donors enrolled in the follow-up study were to return
weekly for the first month and then monthly for 5 months
for a total of & months
+ Testing included the following:
- IgM anti-HBc
~ anti-HBc (total)
-~ anti-HBs
- HBsAg -
—~ HBV DNA

BPAC Megting 7/23/04 For Investigational Use Only COBAS® AmpiScreen




HBV DNA Positive Specimens

Diagnostics

= 11 Specimerns were positive for HBYV DNA by 1D NAT
~ 8 Specimen tested by Alternate NAT (NGI)
= 2 positive (1100 and 1200 copies/mL)
+ 6 negative (4 of the 6 were positive for either anti-
HBs or IgM anti-HBc)
+ 6 Donors were enrolled into the follow-up study
- All 8 gave consistently negative ID NAT results during
follow up

BRAC Meeting 7123104 For investigational Use Onty COBAS®H AmpiScreen

w
Follow-up Subject HA130001 o £
=
o
8
Date Anti - HBc| HBsAg [ HBV DNA} Anti- HBs | igM Anti-HBe; Q
Index KR NR Positive * RR NR
28 AR NR Negative RR NR
56 RR NR Nepatve RR NR
182 RR NR Negative RR NR
* = 1200 copesienl.
BPAC Meeting 7/23/04 For investigational Usa Onfy COBAS® AmpiScreen
. 0o 3
Follow-up Subject AA110007 §
=
- - H
Date Anti — HBc| HBsAg | MBV DNA] Anti- HBs | igM Anti-HBe
index RR NR Positive * RR NR
18 RR NR Negative RR NR
24 NR NR Negative RR NR
32 RR NR Negative RR NR

VNGE negative

BPAC Meetng 7/23/04 For investigational Use Onty COBAS® AmphScrean
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Follow-up Subject HB130264 o %
. <
o
a
Dale | Anti~ HBc|] HBsAg | HBV DNA] Anti- HBs | IgM Anti-HBG
index RR NR Positive * ND ND
NR RR NR | Negative | AR NR
92 RR NR Negative RR NR
123 RR NR Negative RR KRR
+ 2 NGI Negativa
BPAC Meeting 7/23/04 For Investigational Use Only COBAS® AmpliScreen
Follow-up Subject DA120003 0 %
s
g
Date | Ant~HBc] HBsAg | HBV DNA| Anti- HBs | IgM Anti-HBC| a .
Index RR NR Positive * NR NR
45 NR NR Negative NR NR
73 RR NR | Negatve| NR NR
°= NGL uegative
BPAG Meeting 7/23/04 For Investigational Use Only COBAS® AmpliScreen
Follow-up Subject HB130261 o %
o
- e =]
k-4
Date | Anli~ HBe| HiBsAg | HBV DNA] Ant- HBs | 1gM Ani-HBe]
index R NR | Posive*| NR RR
53 RR NR | Negatve | NR RR
41 NR NR | Negafive| NR RR
191 RR NR | Negatve | NR RA
¥ < NGI ncgauve

BPRAC Meeting 7/23/04 For [nvestgational Usa Only COBAS® AmpiScreen




Follow-up Subject HA130003 a %
e
g
Date | Anli~ HBe] HBsAg | HBV DNAJ Anii- ABs | ight Ami-HBS| =
Index RR NR Positive * ND ND
£ NR NR | Negatve | NR NR
138 NR NR Negative NR NR
* « NGO Nogavive
BPAC Meeting 7/23/04 For investigational Use Only COBAS® AmpliScreen
Anti-HBs Test Results 0 %
=
g
o
Ortho Abbott
N =303 N = 450
Result | Positive | Negative| Positive | Negative
Total (%) 200 103 232 218
(66.0%) (51.5%)
BPAC Maetng 7/23/04 For investigational Use Only COBASD AmpiScreen
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Non-clinical Performance Characteristics
of the COBAS AmpliScreen™ HBV Test -
An Assay for Blood Screening

Steven Herman, Ph.D.
Director, Blood Screening Development
Roche Molecular Systems, Inc.
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Diagnostics

COBAS AmpliScreen Assay System O
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Diagnostics

Specimen Processing g
Multiprep (mini-pools) and Standard (single g
specimens) —— - &
Multi  Proceasing’il . Standard Specimen: Processing., [
mwpgwm, wwmm% s
Ackh 4,600 LA poot o setew ¢ tibe mmumbmmm
Centrifuga: 23,500 x g, 60 minutes, 34°C Net done
Aspl d i of Hot dows
Add 500 L Warking Lyvis Rpegant Add 858 . Werkdng Lysia Reagent
Incubiate 10-15 minutes of room temparsture Incubate 19-15 minutes of mom temparstirs
A4 00 1. teopropenol AG B0 1, Wopropanc
14,250 % g, 1320 ik 14250 x g, 15
Asplrath s discard supamatant Aspirste snd discad supamutent
Add 1.0 ml. 70% Ethenot - Add 10 et T0% Ethaned
g 14,280 1 9, & 25 g, 10
Aspiraty and discard supsraatant Angitate st Hlacard U pomatsnt
Resuspand peitet ta 200 . Multiprop Specinsa Ditvont s 200 1t Multipeep Spaciman Diiest
Ung S0 b, for AmpiBeresn B3V Tost (‘4 80 (&, for AmpéiScruen HBV Teat
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Specimen Processing
Multiprep (mini-pools) and Standard (single

Mini-pools:

iagnostics

Mimﬁnﬂbm‘”\w

Castrifuge: 2,500 x ¢, 60 minutes, 20C Not done

Aspir w Not dene

Add $00 1L Working Lysis Flesgent Add 640 14, Working Lyvis Rosgest
Incubemw 10-45 mioutee ot tvom tamperature Incubets 10-15 tinutes 3t coom Lanperatiare
Add 100 bl Add 890 L.

Contrituge; 14,258 g, 15-20 minutes, room temperviirs

Contrituge: 14,250 1 g, $5-20 minktos, rooem tanpataturs

Add 1.6 ml. 70% Ethwact

Add 1.0 i, 70% Etianct

540,

14250 %g, 510
i

Aspicate and diccard supaenatant

Asplewto and diacerd supsenaient

Resuspond peiiat ln 200 44, iudliprep Specimen Diuent

Py P

Use 50 pl for AmpliScroen HEY Test

HBY Yost

Use 584 for,
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COBAS AmpliScreen HBV Test
Non-clinical Performance

Limit of Detection (LOD)
The FDA CBER Panel Test

°

°

(NAT vs Serological Test)
Genotype Inclusivity
Seroconversion Panels

[y

o

Reproducibility

BPAC Masteg 7/22/04
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Diagnostics

Dilutional Sensitivity on Clinical Specimens

Analytical Specificity and Potential Interfering Substances

Performance on HBsAg Pasitive Specimens

COBAS® AmpiScroen 5

Limit of Detection (LOD) - Muitiprep Procedure a
WHO HBY DNA International Standard (97/746)

% Positiva (N = 120}

00 3

Diagnostics’

5 4 3

HBV DNA Concantration (f/mL.)
95% LOD (by PROBIT): 4.4 1Uf mL {(95% C1: 3.6 - 6.1 (L/mL)
= 22 copias/mL{95% Cl 18 - 31 coples/mL)
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~ All dilutions tested with 30 replicates

» All undil samples HBsAg & anti-HEC positive; il dilutions HEsAg & anthHEC
a&@u M;g:% 723104 gFor Invasuga&na Use Only COBAch AmpiScreen

@
Limit of Detection (LOD) — Standard Procedure o 3
WHO HBV DNA International Standard (97/746) §
1004% £00.0% " g
o
g
2
£
*
100 £ ® £}
HBV DNA Concentration (i)
95% LOD (by PROBIT): 16.0 IU/mL. (95% Cl: 13.8 - 20.1 (W/mL)
z 80 copies/mL (95% Cl: 69 - 101 coples/mb)
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* CBER Panel specimens at 100, 10 and 0 copies/mL
** Dilutions of 100 ropies/mL CBER Pane/ specimen propared at Roche
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Dilutional Sensitivity on Seropositive 8
Specimens g
Pt e e o
100.0% | 100.0% | 93.3%
1104513 | 121E+05 | 100.0% | 100.0% | 96.7% 700% NY
1105140 | 1.676+04 | 100.0% | 100.0% | 96.7% 75.9% NT
11069-13 | 3.08E+04 | 100.0% | 100.0% | 90.0% 70.0% NT
TVIS1506 | 3.20E+08 | 1000% | 100.0% | 1000% | 78.7% NT
13640 | 1.63E+07 | 100.0% | 100.0% | 93.3% | 70.0% NT
1104806 | 1.42E+04 | 100.0% [ 100.0% | 90.0% 58.7% NT
1102809 | 2.23E+04 NT 100.0% | 100.0% | 96.7% ! 60.0%
11064-08 | 1.22E404 NY 100.0% | 987% | 00.0% | 68I%
11458 | 4.24E+00 | 100.0% | 83.3% 53.3% NT NT
« Viral foad of original specimens determined with COBAS AMPLICOR HBV MONITOR
Test
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Dilutional Sensitivity on Seropositive -§
Specimens

100.0% 98.7% NT
1104513 | 1.21E405 | 100.0% 100.0% 98.7% #0.0% NT
11054-10 | 1.67E+04 | 100.0% 100.0% 100.0% 78.7% NT
11089413 | 3.08E+04 | 100.0% | 100.0% $3.3% 63.3% NT
NT
NT
NY

TVI31506 | S20E+05 | 96.7% | 100.0% | 1000% | S6.7%
13640 | 1838407 | 100.0% | 100.0% | 90.0% | s3%
1104808 | 1426004 | 100.0% | O8.7% | 929% | 85.5%
1102800 | 2.22E904 NT 100,0% | 100.0% | $6.7% | 78.0%
11084-08 | 1.22E004 NT 100.0% | 100.0% | 98.7% | s0.0%
11158 | 4.24E009 | 100.0% | 83.3% | 43.3% NT NT

+ Virai load of original specimens datermined with COBAS AMPLICOR HBY MONITOR
Test
« Alf dilutions tested with 30 repficates
« All undiluted samplos Hi & anti-HBC positive; af diutions Hi & anti-HBc
_;Wg 7!2314.)&:x or lmninagoml \jse Only Cogw AmpliScreen
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Genotype Inclusivity o8

A 18 Al Positive All Positive

) 24 All Positive Al Positive™

c 18 All Posttive All Positive

D 3 All Positive All Positive

E 18 All Positive* Al Positive

F 25 All Positive All Positive

G 2 All Positive All Positive

H 1 Positive Positive

* One sample was tested at 100 coples/mL.
** One sample was tosted at 400 coples/mL.
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Seroconversion Panel Tests 8
Detection of HBV DNA Before Ortho HBsAg Test 2
- . — [+
08 ‘g

Q

Days Before HBsAg
ced3 aBUBRESS

E Y

» Average number of days HBV DNA detected before HBsAg:
~ 17 days with Multiprep (1:24) and 22 days with Siandard Preparation (neat)
* There were no panels in which HBsAg was detected priorto NAT

BPAC Meeting 7/23/04 For investgational Use Only  COBAS® AmpliScreen 12




Seroconversion Panel Tests =
l?etecﬁop of HBV DNA Before Ortho HBsAg Test

Diagnostics

Days Befors HB3Ag

H
i ke
EER L ELE LR R M LR LR EL L
Seroconversion Panels
. Avemgenunber of days HBV DNA detected before HBsAg:

days with Multiprep (1:24) and 22 days with Standard Fraparation (neat)
. There wera no paneals in wiich HBsAg was detected priorto NAT
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Seroconversion Panel Tests a g
Panel #11 005 Detailed Test Results g
:w; : s g
R
0
2
42
73
91
9%
8
1493
106
10 111
11 113
12 143
13 148 81.08 3387
14 150 OVER 3,488
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Pre-seroconversion detection of HBV a

COBAS Ampli§cregf: vs, HBsAg

Diagnostics

Moany; «*
Median
Range - 0108 0108

detected 1 38/40 panels 34/35° panals

REEAg
HBV DNA detected at or before HBsAg in all panels

“HBV DNA detedted on days 239, 244 and tater; HBsAg detected on day 244 and
later, result nol available on day 239
8PAC Mesting 7/23/04 For Investigationai Use Only ~ COBAS® AmphScreen 15
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Analytical Specificity and Potential interfering O S
Substances a
28 Miocsorganiame and Ceft Linee® 5
Adenovirus, Human {3 types) acnes ]
Cylomegaiovirue (3 isolaies) Nelsseris gonoroeas mm awom a
Herpes Simplax(Types | andl)  Burkit’ hmphoma (2 kolates)  Staphyiooooess epidemmidls
Coxsackiovirus 81 Vericel-Zoater HAav
HILV-I81 Echoving (2 types) HCV (5 Genotypes)
Human Papiloma Virus {3 types]  Varicells Hiv-1 ﬂ&lﬁ_@ﬂl
WNXQ«MQ‘MWHW Teat with yaid 1C resuts
98 Clinieal Diseaxe Sprehuams (Yested wittraid withont spiked rnmamg_‘
HAY (25 specimans) Hiv-2 P (tosp
HCV {10 specimens) EBY {10 specimans) Candida skicans (10 specnens)
HIV-1 (18 apecimens] MV (10 specimens)
Paengs lmm&]bmu![emmmm!kw HEV targetjre |
Ui U7 to 20 w3 ‘Ao (0910 6 (/3 ‘Ascarbic Ad (0010 20 ngfel)
{upto3Dgdl) s {up to 50 mg/Ami.] Acetaminnphert (up to 40 mg/dL)|
Hanugmm (up 10 so g/d.) m«wmm (w 03 mld.) prlo'm W mo mw.)
wore Mﬂﬂ.
BPAC Meeting 7/23/04 For investigational Use Only  COBAS® AmpliScreen 16
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Reproducibmty Study Mumprep Procedure §
- - g
g
a
(%) (90%) {100%) (100%) {100%)
o177 76190 sus7 B0/90 090
(0%) {84%) @7%) (98%} {100%)
17180 70190 2050 20/90 $0/90
REaass L) 8% {100%) {300%) (100%)
HPAC Meeting 7/23/04 For Investigational Use Only  COBAS® AmpiScreen 17
Reproduczbmty Study - Standard Pracedure o3
-
-
3
o
(100%) (100%)
A Tawebr
9090 90/20
(100%) {100%)
8o 300
(98%) (100%)
) : 9020 90/20
o (@%) {88%) {100%) {100%) {100%)

BPAC Meeting 7/23/04 For Investigational Use Only  COBAS® AmpiScreen
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Performance of “NAT + Anti-HBc” on a
HBsAg Positive Specimens

Diagnostics

* Pasitive by either or both NAT and anti-HBe

$ One specimen was NAT positive with Standard sample preparaion (nea)
and NAT negative with Multiprep (1:24). it was excluded from MP “NAT +
anti-HBc* sensitivity calculation due fo Insufficient volume for anli-HBG fest.

BPAC Meating 7/23/04 For investigational Use Only COBAS® AmpiScreen 19
COBAS AmpliScreen HBV Test =
Non-clinical Performance Summary (1) g
« Anaiytical Sensitivity: a

~ WHO Standard
» Multiprep: = 95% at 5 W/mb
« Standard: > 95% at 15 IU/ml
- CBER Panet
» Multiprep: 100% (6/6) at 10 copies/mL
« Standard: 92% (11/12) at 50 copies/miL
- Clinical Specimens
» Detected HBV DNA at higher dilution than HBsAg

BPAC Maeting 7/23/04 For investigationat Use Only  COBAS® AmpkScreen 20
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COBAS AmpliScreen HBV Test 8
Non-clinical Performance Summary g
'(g)enotype inclusivity g

- Detected HBV Genotypes A-H
+ Seroconversion panels
- Detected HBV earlier than Ortho HBsAg Test System 3
* Multiprep (1:24): average 17 days eariier than HBsAg
+ Standard (neat): average 22 days earlier than HBsAg
= Analytical Specificity and Potential Interfering Substances
~ No cross-reactivity or interference observed
+ Clinical sensitivity in combination with anti-HBc assays

- NAT + anti-HBc detected all confirmed HBsAg positive
clinical specimens

BPAC Meeting 7/23/04 For nvastigationat Use Only COBAS® AmpiScreen 21




Thank you

Data collected from the United States

IIVU bll"lcal ll' lalS Wlll ue Pr esemea
next by Dr. Allan Frank

BPAC Meeting 7/23/04 For Invastigationat Use Only  COBAS® AmpkScreen

Diagnostics

Back-up Slides
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Seroconversion Panel Tests
Detection of HBV DNA Prior to Abbott PRISM

Days Befors HBSAg

R R R

s'mconv-ubn Pansis

. Average number of days HBV DNA detected before Hi

Diagnostics

BsAg:
14 days with Multiprep (1:24) and 19 days with Standard F!eparaion {neat}

. There were no panels In which HBsAg was detected prior to NA
* The FEI licensed Abbott PRISM HBsAg Test (21095} was used

BPAC Meeting 7/23/04 For investigational Use Only  COBAS® AmpiScrean
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Seroconversion Panel Tests

Detection of HBV DNA Prior to Abbott PRISM

+ Average number ol days HBV DNA detected before

Diagnostics

LR B TR

Servoonversion Panale

HBsAg:
~ 14 days with Multiprep (1:24) and 19 days with Standard Praparation {neat)
pansls in which HBsAg was detected prior to NAT
* The PE licensed Abbott PRISM HBsAg Test (210a/95) was used

For Investigational Use Only  COBAS® AmpliScreen 25

+» Thena were no

BPAC Meeting 7/23/04

Pre-seroconversion detection of HBV a
DNA vs. HBsAg

0--94

8/40 panels | 39/40 panels

4108 0--94
34139
panels 38/40 panels

cheud at or before HBsAg in all panels

*HBV DNA detected on days 239, 244 and Iater; HBSAg detected on day 244 and
{ater, resu#t not available an day 239

BPAC Mesting 7/23/04 For investigational Use Only  COBAS® AmpiiScreen 26
Roche Algorithm o g
Pooling and Test Procedures 8

- g
a

N ......‘"l.

Primary Poct —
(1xad) |

BPAC Meeting 7/23/04

Secondary Pool
(4 x 8)

For investigational Use Only

-~

Individual
Donation

e
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COBAS AMPLICOR Analyzer 0
Process Steps

1. Amplification

Diagnostics

“ommemen
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Hepatitis B Virus Nucleic Acid -
testing (NAT) for Donors of
Whole Blood

July 23, 2004 BPAC Meeting

Study Objectives

To determine whether the COBAS AmpliScreen
HBV Test in minipools of 24-samples of plasma
from volunteer blood donors can detect HBV
DNAin

+ HBsAg/anti-HBc¢ negative window period cases
{Primary Objective)

+ HBsAg-positive donars (acutely infected and
chronic carriers) and in persons previously
exposed to HBV (Secondary Objective)

AGENDA

¢ Introduction and Background
Gerardo Kaplan, Chief LHREA, DETTD, FDA

¢ Serological Course of Hepatitis B
Jay H. Hoofnagle Director, Liver Disease Research
Branch, Division of Digestive Diseases and Nutrition,
NIDDK

¢ Preclinical and Clinical data of HBV Minipoel
(MP) NAT
Roche Molecular Systems
¢ FDA Perspective on HBV MP NAT and
Questions for the Committee
Gerardo Kaplan

i
B

Clinical Trial in support of the application

+ Identified 2 window period cases in 581,790
volunteer whole blood donations screened by
HBV NAT using minipools of 24-samples

¢ RMS claims that the use of the COBAS
AmpliScreen HBV testin conjunction with the
anti-HBc test would reduce the residual risk of
transfusion-transmitted HBV

¢ RMS claims that the COBAS AmpliScreen
HBV test could be used as an alternative to
the HBsAg donor screening test -

ISSUE

FDA seeks the opinion of the Committee on
the performance of the Roche COBAS
AmpliScraen HBV test in minipools of 24-
samples to screen blood for transfusion by
nucleic acid testing (NAT), and its proposed
intended use as an alternative o hepatitis
B surface antigen (HBsAg) testing in
conjunction with testing for antibodies to
hepatitis B core antigen (anti-HBe).

Questions for the Committee

. Do the sensitivity and specificity of the Roche

COBAS AmpliScreen KBV test in minipools of
24-samples support licensing of the assay as a
donor screen? ‘

3

£in

|




Questions for the Committee

If so,

2a. Assuming continued use of screening tests
for anti-HBc, do the data support use of
the Roche COBAS AmpliScreen HBV test in
minipools of 24-samples to screen blood for
transfusion as an equivalent alternative to
the HBsAg test? |

2.b If the data do not support use of the
Roche COBAS AmpliScreen HBV testing
minipools of 24-samples as an equivalent
alternative to HBsAg to screen%.lood for
transfusion, what additional data would be
required to validate such use? l

Questions for the Committee

3. Do the data support use of the Roche
COBAS AmpliScreen HBV test on
minipools of 24-samples to screen blood
for transfusion as an added test in
conjunction with licensed donor screening
tests for HBsAg and anti-HBc?
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Hepatitis B Virus Nucleic Acid
testing (NAT) for Donors of Whole
Blood

FDA Perspective and Questions

Gerardo Kaplan, Ph.D., Chief, Laboratory of Hepatitis and.
Related Emerging Agents, DETTD, OBRR, CBER

July 23, 2004 BPAC Meeting

Roche HBV NAT Clinical Trial 059

Index Donction Tested for HBsAg, anti-HBe, and HBY DNA by minipool NAT

Al 3 m‘crkcu {-) 578,671 84 Au3 mlnrs +)

| T I
HBsAg +  HBsAg+ M
49 W ENA . ks [ Sensitiviry

-107 donations were HBsAg +
4 3 16 * 100 were HEsAg and anti-HBe «
) } } * 7 were anhi-HBe -

Alt. NAT Al NAT Al NAT

IDNAT  Quent.NAT  I5NAT Remork: Roche accounted for

all 4 HBsAg + only donations in
Quant, NAT Quant. NAT support of the replacement clam.
} 4 However, numbers are smail.
fOI";w.“p follow-up —-—-.; Fot fotlowed w
2 Negative ) 2 not followed up
-HBsAg false positive Alt. and ID NAT of index

~Reactivity due to HBY vaccination Sample were negative m :

Roche HBV NAT Clinical Trial 059
(581,790 volunteer whale blaod donations)

Index Donation Tested for HBsAg, anti-HBc, and HBY DNA minipool NAT

|
All 3 mi:rk&n (-) 578,671 84 All 3 markers (+)

| T T T Ak &u
HdaAg + HBsAG + HB3Ag + Anti-HBe +  Ansl! + Hay E
HBY DNA +  Anti-HBc + HBV DNA +
4 3 16 2,988 1 23
AR NAT Al NAT Alr. NAT Alt. NAT Alt. NAT AR NAT
ID NAT Quant. NAT 1D NAT IDNAT Quant. NAT  Quant., AT
Quant. NAT Quant. NAT  Quant, NAT
Anti-HBs
l l IgM anti-Hic l l
follow-up follow-up follow-up  follow-up
follow-up

Roche HBV NAT Clinical Trial 059

Index Donation Tested for HBsAg, enti-HBe, and HBY minipool NAT

All 3 m’crkcn (-) 578,673 84 ANl Spwkers )

I

HB’A’ * o
Antl-Hie + L
16 -12/16 were detected by
— ID and Alt. NAT
1D NAT Alt. NAT Quant, NAT R
{Roche)  (N6D} 3100 coples/m! 3/16 were Negative by

10 positive 9 positve 1 200 copies/mi ID and/or Alt. NAT

5 negative  4negative 1 700 copies/ml

I 1,200 copies/mb ~1/16 was not tested by
1 2,600 copies/m) ID or Al NAT (deviation
1 5,900 copies/mi report)

Remark: Although the 16 donations were mimpool NAT negative, alt

were anti-HBe reactive.  Thig indicates a sensitivity issue but not a <in
[ sefety issve. _ [rea |

Roche HBY NAT Clinical Trial 059

Index Donation Tested for HBsAg, anti-HBe, and HBV DNA by minipool NAT

84 Ali 3 m‘uﬁm )

HBVDJA~

Al 3 m'odters (-) 573,671

23
Yield of Triel 039 L
-23 samples were HBY DNA positive Alt. NAT
Quant. NAT
-Folf howed that 21 samples were

false- pos.;?wz samples,

-2 window permod samples were detected l
n the trial follow-up

Questions for the Committee

1. Do the sensitivity and specificity of the Roche
COBAS AmpliScreen HBV test in minipools of
24-samples support licensing of the assay as a
donor screen?




Questions for the Committee

If so,

2a. Assuming continued use of screening tests
for anti-HBc, do the data support use of
the Roche COBAS AmpliScreen HBV test in
minipools of 24-samples to screen blood for
transfusion as an equivalent alternative to
the HBsAg test?

2b. If the data do not support use of the
Roche COBAS AmpliScreen HBV testing
minipools of 24-samples as an equivalent
alternative to HBsAg to screen blood for
transfusion, what additional data would be
required to validate such use?

Questions for the Committee

3. Do the data support use of the Roche
COBAS AmpliScreen HBV test on
minipools of 24-samples to screen blood
for transfusion as an added test in
conjunction with licensed donor screening
tests for HBsAg and anti-HB¢?
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CHIRON Available in the U.S. under FDA approved IND protocols.

< CE Approval on 13 Jan 2004
Woridwide Implementation
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% Early yield cases
% Observed and modeled risk
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» Current issues
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Post Tx HBV residual risk associated with testing/not
testing for HBCoreAb

Routine Screening ( \ Countries Estimated Residual
Risk
HBsAg + HBc France, US France® - 1: 640,000

U.s. - 1:301,000

HBsAg only Rest of the Modeled @1: 40,000,
World assuming 0.5%
HBCoreAb+ donors
are viremic and
0.5% total
donations are
HBCoreAb+

Italy — 1: 9,700

Spain —-1: 11,000
* Modeled on Incidence/window period

CHIRON s

Implications of Multiplex HBV Testing

* Blood Bank implementation issues include:
- Need for Tissue and Ofgan Donor testing claims
—~ Need for false HBCoreAb+ donor re-entry
- Use of NAT for resolving HBCoreAb true vs. faise positives
» Worldwide Issues have included:
- Higher than expected yield (often HBCoreAb+)
_~ Analysis of HBV DNA+ rate in high HBCoreAb+ donor populations
- Implications of vaccination on HBsAb+ to HBCoreAb seroconversions
~ Implications of vaccine escape mutants on HBV test results
- Testing pool size relative to desired sensitivity

CHIRON 6




AMER!CAN
BB ASSOCIATION
OF BLOOD BANKS

Statement of
The American Association of Blood Banks

Before the Blood Products Advisory Committee

July 23, 2004
HBV NAT

Presented by Harvey Alter, MD
Chief, Infectious Diseases Section
National Institutes of Health

AABB is an international association dedicated to advancing transfusion and cellular therapies
worldwide. Qur members include more than 1,800 hospital and community blood centers and
transfusion and transplantation services as well as approximately 8,000 individuals involved in
activities related to transfusion, cellular therapies and transplantation medicine. For over 50
years, AABB has established voluntary standards for, and accredited institutions involved in,
these activities. AABB is focused on improving health through the advancement of science and
the practice of transfusion medicine and related biological therapies, developing and delivering
programs and services to optimize patient and donor care and safety.

‘HBV remains the most common clinically important viral infection recognized after transfusion
since the control of HIV and HCV infections through improved donor selection and serological
and NAT screening. The data presented by Roche Molecular Systems from its IND study of
HBV NAT in minipools of 24 samples are an important contribution to the ongoing
improvement of donor testing.

AABB sees three issues of primary importance to the blood community to be addressed by
BPAC and the Food-and Drug Administration (FDA). First, is the Roche HBV assay approvable
as a donor-screening test, and second, if approvable, shall its implementation be required in
blood collection facilities? A third question is whether a claim for HBV NAT in minipools to
replace HBsAg testing should be granted.

Regarding the first question, the data that are available for review by the AABB’s Transfusion
Transmitted Diseases Committee indicate that the Roche minipool HBV NAT assay appears to
perform adequately in terms of analytical sensitivity and specificity, and generates incremental
yield of NAT positive specimens over current serological tests. This suggests that the assay may
be approvable in the currently proposed minipool NAT context, but its efficacy should be greater
if it were applied to individual donations or significantly smaller minipools.

8101 Glenbrook Road ¢ Bethesda, MD 20814-2749 ¢ Phone: (301) 907-6977 ¢ Fax: (301) 907-6895
Web site: www.aabb.org ¢ Email: aabb@aabb.org



The second guestion is more difficult to answer. The minipool-based assay under consideration
appears to yield between 1/250,000-300,000 positive donations that are negative on currently
licensed tests for HBsAg and anti-HBcore. This rate is similar to the yield rate for HCV minipool
NAT, and substantially higher than that for HIV NAT. It is comparable to or slightly higher than
predicted by Biswas et al in a comparative study of NAT and serologic assays (Transfusion
2003;43:788-98).

As suggested from data on the evolution of markers of HBV infection, these donations tend to
contain low copy numbers of HBV genome, and incomplete data suggest that some HBsAg
assays, either available or under development for evaluation by FDA, may be able to interdict
some of these “yield” donations. These include HBsAg tests from Abbott, Ortho Clinical
Diagnostics and Genetic Systems. It is critical for the accurate analysis of the true impact of
HBV minipool NAT that samples from these current yield cases, and those identified in the
future by HBV NAT assays, be tested not only by the currently licensed serologic tests, but also
by the developmental tests that are likely to be licensed in the future. Studies of the infectivity of
yield cases are also desirable, and particularly of units that have concurrent HBV DNA and anti-
HBs in the dbsence of detectable HBsAg and anti-HBc (as seen on two of the yield cases in the
Roche trial).

Thus, despite measurable yield, introduction of HBV minipool NAT will offer only a minuscule
increment in transfusion safety compared to currently required tests for HBsAg and anti-HB
core. The result of this low incremental yield, coupled with low rates of chronic infection and
clinical disease after HBV transmission, renders the marginal cost-effectiveness of HBV NAT in
minipools very poor (see Jackson et al. Transfusion 2003;43:721-29). This cost-effectiveness
will decline further into the future as a larger and larger proportion of the population has vaccine-
induced immunity to HBV infection.

Regarding the third question, current data are not robust enough to support elimination of either
serologic marker. It is possible that HBV NAT will eventually allow discontinuation of HBsAg
screening, but this will require a larger data set including parallel testing by HBV DNA (likely
on individual donations rather than minipools), anti-HB core, and HBsAg, using maximally
sensitive antigen assays.

In summary, minipool HBV NAT is an expensive new screening assay that offers little clinical
benefit and that will not be offset by discontinuation of any current testing. More sensitive
HBsAg tests are available now and more will become available in the foreseeable future. More
specific anti-HB core tests will also become available. Based on these considerations, AABB
does not support a requirement for the use of NAT in minipools for blood donor screening at this
time; rather, if HBV DNA NAT is licensed, its use should be optional. The requirement for HBV
NAT testing should be reconsidered when technology allows for individual unit testing.

8101 Glenbrook Road ¢ Bethesda, MD 20814-2749 ¢ Phone: (301) 907-6977 ¢ Fax: (301) 907-6895
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