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rue, the likelihood of a transcription error could 

ccur, but then having a follow-up sample and a 

ubsequent donation, the question of having an 

rror on one donor two times in a row I think is 

ncredibly remote. 

DR. NELSON: Yes? 

DR. CHAMBERLAND: Sue, what is your view 

r opinion about the interval of time that would be 
. . 

rudent to consider f or follow-up testing, 

Narticularly for HIV? The FDA proposed algorithm 

tates eight weeks, and then Mike Busch in his 

brevious recommendation voiced a view for a more 

conservative six months. Just because we are going 

:o be asked to look at that-- 

DR. STRAMER: I understand. 

DR. CHAMBERLAND: -- and I wanted to engage 

.n a little bit of discussion on that. 

DR. STRAMER: Fifty-six days would appear 

:o be sufficient and very adequate for HIV. I 

nean, seroconversion occurs very, very quickly, and 

in fact in the Red Cross statements we will say 56 

lays for HIV is in fact what we support. 

However, prcbably for simplicity, six 

months just makes the process consistent, that we 

do six months for HIV, we do six months for HCV, no 
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ne has to do any thrnking. I mean, that's what 

he standard algorithm is. It just represents 

onsistency. But cerz ainly biologically eight 

eeks is more than a,dzquate. Exactly. 

DR. CHAMBERLXXD: I just wanted, I guess I 

,anted to make sure zhat I understood the data that 

.ad been presented correctly, and I hope I'm not 

misinterpreting anyt king that Mike presented, but 
. 

.t least what I thought I saw and understood, it 

rould seem biologically that you could really go 

rith an eight-week period. 

DR. STRAMER: HIV seroconversion is 

zompletely reproducible. 

DR. CHAMBER-D: Right. 

DR. STRAMER: I mean, through the 10 or 15 

rears that we've bee-, looking at HIV 

;eroconversion, it's been a reproducible event. I 

nean, the 2 out of 5: needle sticks are the only 

zwo exceptions. 

DR. BUSCH: What I've tried to do is 

discriminate. If y0-l' re HIV RNA or antigen 

reactive and antibody negative, I also felt eight 

weeks was adequate time to seroconversion. That's 

a very conservative and adequate period. 

What I tried to differentiate was, if 
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'ou're HIV antibody reactive and NAT negative, 

.here I just--it's not so much that I think any of 

:hese people are infected. It's more a matter of 

.etting that false saroreactivity dissipate, and 

:hat waiting six monnhs--otherwise, if you test 

:hem too soon, you're going to be running the same 

Teagents and you're going to get a double hit on 

:wo bleeds, and then they're permanently deferred 
. -. 

>r you have to start over. 

DR. STRAMER: Although from studies that 

lave been in the literature, p24 indeterminacy, for 

example, on Western Blot, will remain for years. 

30 in many of these cases it doesn't matter if we 

sait 6 months or 10 years, people with persistent 

indeterminacy will remain quite EIA reactive. 

DR. CHAMBERLAND: Right, and in fact the 

draft public or the .draft CDC revised guidelines 

for HIV testing and counseling, not geared for 

donor testing, obviously, and do not include 

provisions as we have in blood donor testing for 

NAT testing, are going to recommend that if an 

individual tests EIA repeat reactive and Western 

Blot indeterminate, zesting within four weeks, if 

it has not progressed, these people should be 

counseled that basically they are negative. 
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DR. STRAMER: That's right. 

DR. CHAMBERLAND: But, again, I think that 

might on surface appear discrepant or confusing, 

but it's an entirely different setting without the 

benefit of NAT testing, which is what you say kind 

of mixes it up a bit. 

DR. NELSON: Actually, I could see where 

if the reentry would require retesting a new 
. _. 

donation, so that there would be two tests, you 

could accomplish both by retesting the blood at 56 

days, thereby reassuring the donor but not actually 

taking another unit of blood to be retested for six 

months. Because I can see that when somebody was 

told that they may be HIV positive, come back in 

six months, that's kind of a pretty bad message. I 

mean, you know,they may have gone crazy in that 

time. The quicker we could reassure people, the 

better, but we could wait to reenter the donor, I 

would think. 

Okay, any--oh, John? 

DR. BOYLE: Just one last question. Since 

the purpose of this Ls to save the donor, not save 

the donation, is it possible to reenter the donor 

without reentering the blood? 

DR. STRAMER: Well, that's what a follow- 
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p sample is supposed to establish. 

DR. BOYLE: E u t I'm thinking about on a 

ermanent basis. 

DR. STRAMER: Well, if you're reentered as 

donor and that donor is not going to say, IfI'm 

Noming in for my next blood donation. I mean, I 

law an appeal on TV and I want to make my 

contribution." 
. -. 

DR. BOYLE: And you said it's a relatively 

small number, and they give their blood, and you 

ton/t use it. 

DR. NELSON: And then the donor finds out 

zhat you threw away t5at blood that they took, and 

le's not very happy. 

DR. EPSTEIN: The question whether to 

Ireat the units of those donors differently was the 

subject of an NIH consensus conference in 1985, and 

it was felt to be unethical. You know, given the 

fact that we don't have conclusive results about 

serologic findings, if we're going to discard 

units, we tell donors that they're deferred. 

Conversely, if we reenter donors, we mean they're 

safe and we accept their donations. 

DR. HOLLINGER: Sue, I have a couple of 

questions. Back to t2.e issue on the viral bands on 
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'estern Blots, viral bands positive, GP 120, 160, 

tcetera. You menti-- --ed that you thought that 

hese were false positive, and I'm assuming that 

.hey probably are, b-z= do we know for a fact that 

.hey're false positive? 

You know, we assume that everybody with 

IIV remains infected and usually does not resolve 

:heir infection. Of course, if we make that 
. -. 

Issumption, then everything that we find 'like this 

lecomes a false positive, when in reality it may 

lot occur that way. Do you honestly believe these 

kre truly false positive results, or-- 

DR. STRAMER: Yes, I honestly believe 

zhat, and you don't have to, whether I'm honest or 

dishonest. There ars other data sets that have 

Eollowed up these typ2.s of donors to demonstrate 

zhat these are false positives, as published by the 

ZEDS Group in JAMA. There is a larger Red Cross 

data set that demons== ates the same phenomenon. 

And these donors, although I haven't had 

time yet, I will enttr into a follow-up study to 

demonstrate that these are in fact false positives, 

especially those thaz were positive for Western 

Blot high level EIA, zhat were NAT negative even by 

PCR. I mean, we wan= to understand what's the 

MILLER ZZ?ORTING COMPANY, INC. 
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tatus of these donors, why do they test NAT 

lositive but have blazing antibody responses. 

DR. HOLLINGER: Okay. The other one has 

.o do with, just for zy own information, if you 

rould, those two donors that did not seroconvert-- 

DR. STRAMER: Yes, the immunosilent HCVs, 

res . 

DR. HOLLINGER: Yes. I've got some 
. _. 

pestions about that. Maybe you don't know the 

tnswers because you haven't investigated enough 

ret. 

But the first one was that, on the ones 

:hat did not seroconvert, were they tested with 

several different EIZ, assays? That's the first 

,ne. 

DR. STRAMER: Yes. They were tested with 

10th FDA-licensed HCV antibody assays. 

DR. HOLLINGER: And they were negative for 

oath, both of those? 

DR. STRAMER: Correct. And negative by 

RIBA. 

DR. HOLLINGER: Did you look for 

cryoglobulins in these individuals that might have- 

DR. STRAMER: Yes, and we've looked for T 
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portion? Is this a nonstructural portion of the-- 

DR. STRAMER: No, we have not yet done 

that. 

25 DR. HOLLINGER: So it has not been looked 
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ell responses, as weil, and these both have 

.ealthy, normal immune globulin responses, and 

.ctually T cell responses to other toxoids that 

*esponse for HCV in these individuals, either. 

DR. HOLLINGER: Okay, but not 

zryoglobulins? I'm really looking for specifically 

:ryoglobulin. 

DR. STRAMER: No. 

DR. HOLLINGER: What about their ALT 

-evels? 

DR. STRAMER: ALT levels have been flat. 

DR. HOLLINGER: They've been normal? 

DR. STRAMER: Yes, like 14, 20. I mean, 

ffe have sampled ALT every time we get a follow-up. 

3ther than NAT, by PCR and TMA, these donors would 

lave no idea that they are HCV positive, and both 

nave been repeat donors. 

DR. HOLLINGER: And has the genomic map 

been looked at in either one of those, to see what 
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t? 

DR. STRAMER: No. 

DR. HOLLINGEX: Okay. Thank you. 

DR. STRAMER: We have lots of samples, if 

'ou would like to collaborate with us. 

DR. HOLLINGEX: Thank you. 

DR. NELSON: All right. 

DR. KOFF: I wondered, again for general 
. . 

.nformation, of 100 donors who are notified that 

:hey are HCV RNA positive by NAT testing, what 

)roportion of them have not gone back to the Red 

Iross but in fact have sought medical advice? Do 

IOU have follow-up information on what happens? 

DR. STRAMER: The only follow-up 

information that I can give you, and I would assume 

1n.e analyte is no different than another analyte, 

is for p24 antigen, because we do have a very 

active follow-up program and we do reinstate for 

?24 antigen. And we know only about 30 percent of 

donors do actually go through the whole process, so 

again the yield, even if I show you absolute 

numbers that are low, they further diminish because 

of the small numbers that actually pursue this. 

And of those, based on serological 

testing, that are biological false positives, the 
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1 vast majority still renain their biological false 

2 positivity. So even for the largest group of yield 

3 samples, productive donations that we will get from 

4 them will be few. 

5 So even from the follow-up sample, if that 

6 tests reactive again f or serology but not by NAT, 

7 what we will have to rell the donor is, lfYou.have 

8 persistent false posFtivity. You haven't 
-. 

9 progressed to serocosversion. Your NAT remains 

10 negative. So you are otherwise healthy, but have 

11 some cross-reactivity to the test." 

12 DR. KOFF: I was specifically more 

13 concerned about the hepatitis C story. 

14 DR. STRAMER: I don't have specific data 

15 on how many actually pursue, you know, follow-up 

16 information. I mean. we would know that from the 

17 lookback information and the lookback endeavors 

18 that we have pursued, and we know the yield of 

19 those is incredibly small. 

20 DR. FITZPATRICK: Sue, I wanted to follow 

21 up on Blaine's questions, on the case you're 

22 calling the-- 

23 DR. NELSON: Speak into the mike. 

24 DR. FITZPATRICK: I'm sorry. On the case 

25 you're cal ling the a bortive hepatitis C, there is a 
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1 single NAT positive sample and that's from the 

2 donation? Not to draw a red herring, but have you 

3 checked the donors that were collected at the same 

4 time, and can you be 100 percent sure it wasn't a 

5 bag or sample mix-up? 

6 DR. STRAMER: What we did, not to go into- 

7 -the husband of the donor called me and he was very 

8 anxious to have his wife cleared of her HCV 

9 

10 

11 because the tests were flat negative, my first 

12 guess was, we have two different individuals that 

13 we're testing here, and that's why we have a NAT 

14 positive followed by NAT negativity. 

15 So we did--I have a plasma unit, so we did 

16 sensitive HLA, DNA tests from the follow-up 

17 samples, from two of she follow-up samples, and 

18 from the plasma. Within the confidence of the HLA 

19 tests we did, they t)Ted to the same HLA types. So 

20 from the data we have, it looks like the follow-up 

21 samples and the first donation did come from the 

22 

23 right here. 

24 

25 
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infection, and he was so anxious that it made me 

suspicious. And all of the follow-up samples, 

same individual. Because I said something's not 

DR. NELSON: I think that we're not going 

to get out of here much before midnight unless I 
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stop the discussion now, and I think I'd like to 

zake a break now, before we have the next 

presentation. So let's try to be back at 11:15. 

That's a short break, maybe. Thanks. 

[Recess.] 

DR. NELSON: We have one more presentation 

oefore the open public hearing, and there are five 

people or groups of people who have asked to 
I . . 

testify or give a talk at the public hearing, and 

then we have committee discussion on the proposed 

FDA reentry guidelines. And so I would ask, since 

we're-- 1 want to give you a road map that we're 

actually probably an hour behind, so I'd ask the 

next speaker and those giving comments for the 

public hearing to be as concise as possible. 

The next presentation, Susan Gale1 from 

Stanford University. Susan? 

DR. GALEL: Thank you. Before I begin 

with the slides, I would just like to take a minute 

to address the question that seems to be recurring, 

as to why we want to reenter donors. 

As a director of a blood center that does 

actively reenter donors, I would like to say that 

it is absolutely a donor retrieval issue, not just 

a donor counseling issue. When you consider that 
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le do seven infectious disease tests on every 

lonation, and each test has changing performance 

jver time, plus each zanufacturer's test and each 

rersion of a test has a different donor population 

:hat it has false positive reactions with, you can 

:ee that your most dedicated donors over time are 

lighly likely to have a false positive reaction on 

)ne or more of our tests, and we will lose our most 
. . 

dedicated donors if we keep permanently d.eferring 

:hem every time they have a false positive 

reaction. So I would like to make a plea for 

retaining the ability to reenter donors. 

Now, in my ozher hat as a representative 

>f the clinical trial, I will be reporting the 

experience of the I3 blood centers that have been 

performing the Roche AmpliScreen tests for HCV and 

SIV nucleic acid in ~001s of blood donors. This 

study is being performed at our blood center, 

Stanford University, 21~s 12 blood centers that are 

members of America's 3lood Centers, and you can see 

that these centers are scattered throughout the 

United States. 

In the Roche system, the original 24 

samples are pooled through an intermediate plate 

into a master pool, and at the same time that the 
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1001 is made by a Harllton sample handler, the 

[amilton also delivers an aliquot of each donor 

sample into an archive plate, and all resolution 

:esting is performed from the archive plate, not 

irom the original tube. 

The master pool, the RNA is extracted from 

:he master pool manually, and then is physically 

separated into two drfferent tubes, and each tube 
I f. 

is extracted for eit&= ,-r--is amplified and detected 

Eor either HIV or HCT, using a fully automated 

amplification and dectction system. So when we get 

a reaction in the Roche system, we know immediately 

tihether it's an HIV CT an HCV reaction because 

those detections are Zone separately, so there is 

no discriminatory NAT in the Roche system. 

If the master pool is reactive, then we go 

back to the archive slate and we recreate new 

minipools of six members each, so we have four 

minipools of six members each, again do the manual 

sample RNA extraction and automated amplification 

and detection. In t tis case we only do the 

amplification and derection for the marker that was 

reactive on the master pool. And if a secondary 

pool is reactive, then we again go back to the 

archive plate, take samples from the individual 
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Jells that were in that reactive pool, and extract, 

amplify and detect them individually, and identify 

:he sample that was SAT reactive. 

This is a da-, a set from relatively early 

in the trial, at six months of experience. You can 

see that in this data set just under 2 percent of 

donations were incluG= ,,d in a positive master pool, 

2nd just 1 in 1,000 donations were individual NAT 

reactive. And I sho-Lid clarify that in this trial 

de are not permitted to treat seropositive samples 

different from seronegative samples, so they are 

nixed randomly in wirh, seropositives are mixed 

randomly in with all of our donor samples. 

Looking at zhe donations that were 

individual NAT positive, meaning individual well 

from the archive plase, 90 percent of them were EIA 

reactive and 10 percent of them were EIA negative. 

Among the samples that were NAT positive, EIA 

negative, we had only 7 percent that appeared to be 

true positive, meaning that we were able to confirm 

NAT reactivity either on a specimen from the plasma 

of that unit, that is, the unit itself, or on 

follow-up samples. ?ifty-seven percent of the 

samples appeared to Be false positives, in that NAT 

performed on the plasma of the donation unit itself 
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'hey have identified eight donors which they 

believe are true positive, NAT reactive and EIA 

.egative. By true positive, that means that we 

confirmed NAT reactivity on a second specimen from 

.hat donor, either from the --in seven cases it was 

zonfirmed on follow-up, and in one case the donor 

yefused to enroll in follow-up, and the index 

fonation was tested and it was NAT reactive. So 

this yield is about 1 in 123,000. 

18 There were 48 samples that were NAT 

19 reactive, EIA negative, suspected to be due to 

20 

21 

22 

23 

24 

25 

0 

m 

t 

r on follow-up or both tested negative for all HCV 

arkers, and in this data set, about one-third of 

he samples we have no further information on. 

Dr. Gary Tegmeier from the Blood Center of 

reater Kansas City, which is one of our largest 

est sites, provided this detailed analysis of the 

alse positive donors. This center has tested 

lmost 1 million donations for HCV nucleic acid. 

contamination, in that NAT was negative on a second 

specimen, either the index donation itself or a 

follow-up, so that is a false positive rate or 

suspected false pos itive rate of about 1 in 20,000. 

Now, looking at these suspected false 

positives, in 44 out of the 48 cases there was an 
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1 EIA positive, NAT positive, that is a true 

2 seroprevalent specimen somewhere else on the 

3 archive plate, and in half of those cases the true 

4 positive specimen was neighboring the false 

5 positive, that is, either next to or diagonally 

6 related to the false positive specimen. 

7 Five samples appear to be contaminated 

8 when an archive plate was dropped. This was early 
. -. 

9 in the trial, and the staff didn't realize the 

10 potential for splashing. The remainder of the 

11 suspected false posi zives occurred when there was a 

12 true positive, that is, an antibody positive, NAT 

13 positive, somewhere else on the archive plate. 

14 In four cases there was no EIA positive, 

15 NAT positive specimen on the archive plate, and yet 

16 we have some other reason to think that this was a 

17 false positive reaction. In one case, further 

18 testing on tubes from the donors was all negative. 

19 In one case, tubes and the unit were tested and 

20 were negative. And Fn two cases, the tube, unit, 

21 and follow-up were all negative. So we don't know 

22 where that reactivity came from. 

23 I would like to reiterate what Susan 

24 Stramer said about the potential for tubes being 

25 contaminated. Dr. Tegmeier evaluated the value of 
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oing back to testing the original tube and trying 

o clear donor on the basis of that testing. 

In 30 cases of the suspected false 

lositive well on an archive--suspected 

lontaminaticn of the archive well, the tubes were 

negative, and in some of these cases the donors 

lere tested by additFona1 specimens and they are 

111 negative. However, in 6 out of the 36 cases, 
. -. 

:he original tube was positive, suggesting that the 

zontaminaticn occurre 5 not at the level of the 

trchive plate but at =he level of the tube. And in 

:hese cases, we still believe they are false 

)ositives because additional specimens from these 

loners were all nega.=lve. 

And I would like to also reiterate what 

Susan said, that if >-ou do supplemental NAT on 

these specimens they will be positive, so these are 

truly contaminated specimens, and doing 

supplemental NAT on a contaminated specimen should 

not be reason to defer the donor. 

In 25 cases rhe units were available for 

testing from these s-zspected contaminated 

specimens, and they all tested negative. And nine 

of these donors for -&born the units were available 

were enrolled in follow-up, and all of them were 
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negative consistently for all HCV markers on 

follow-up. 

donors that we think are true positives. We began 

to analyze this data after about 13 months into the 

trial, when we had screened about 5.5 million 

time we had accumulated 23 donors that we believed 
. . . 

to be HCV NAT true positive, EIA negative, and the 

reason we'thought they were true positive is that 

NAT reactivity was confirmed either on a follow-up 

specimen in the case of 19 donors, and in the case 

the NAT reactivity was confirmed on the plasma of 

the index donation. So this overall yield is about 

1 in 240,000, similar to what Sue Stramer reported. 

However, when we segregated the yield data 

according to whether the laboratories had used the 

Abbott second generation antibody test as the 

screening test, versus using the Ortho third 

generation screening test as the antibody screen, 

we saw a dramatic and statistically significant 

difference in yield, a much higher yield for NAT 

testing, that is, NAT positive, apparent EIA 

negative, in laboratories that were using the 

MILLER RZPORTING COMPANY, INC. 
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econd generation Abbott EIA as the screening test 

f record. 

We tried to get these index donations and 

etest these EIA 2.0 negative specimens using Ortho 

#IA 3.0, and 70 percent of them were reactive. 

'hat is, the PCR positive, EIA 2.0 ne.gative, 70 

lercent of them were reactive by Ortho EIA 3.0, and 

.herefore would not have been called PCR positive, 
. I. 

:IA negative, had they been screened by a 

.aboratory performing the Ortho EIA 3.0 assay. 

From these 23 donors we had 19 that agreed 

:o enroll in follow-up, and this slide shows you 

:he progression of test positivity over time during 

iollow-up. Among the donors enrolled in follow-up, 

:ight were reactive for EIA 3.0, that is, they were 

ZIA 2. 0 negative but EIA 3.0 reactive on the index 

lonation. One additional specimen was unavailable, 

zhe index donation was unavailable for EIA 3.0 

zesting, but a five-day follow-up was obtained and 

Vas reactive by EIA 3.0. 

The remaining donors were nonreactive by 

both EIA 2.0 and EIA 3.0 on the index donation, but 

you can see they all became EIA 3.0 reactive 

promptly on follow-up. And I should point out that 

our follow-up was done at monthly intervals, so 

MILLER REPORTING COMPANY, INC. 
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hese donations that were found to be EIA 3.0 

*eactive at 68 and 73 days could have converted 

iarlier, but we only sampled the donors monthly. 

:t might be more impor tant to specify the date of 

:he last negative test, and the last negative test 

:hat we have was obtained on day 39. So all I can 

;ay is, by day 70 all of our donors have become EIA 

i.0 reactive. 
_. 

However, the story is different when you 

took at EIA 2.0 reacrivity. You can see that some 

loners have a very prolonged period in which they 

gre EIA 3.0 reactive but EIA 2.0 negative, some 

nore than six months, 

In most cases the RIBA is also not 

positive for these donors. It is indeterminate, 

and consistently with a c33c band. In most cases, 

the RIBA changes frcm indeterminate to positive at 

about the same time zhat EIA 2.0 becomes reactive. 

In some cases, however, there is a difference, 

still a lag in time between EIA 2.0 reactivity and 

RIBA reactivity. 

I cannot say for sure that all donors will 

eventually seroconvert to EIA 2.0. We do have some 

donors who are still EIA 2.0 negative after fairly 

significant periods of time. 

MILLER ZPORTING COMPANY, INC. 
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The same dank shown graphically makes it a 

ittle bit easier to see the patterns of 

eroconversion. Donor s that are EIA 3.0 reactive 

In the index specimen but EIA 2.0 negative, many of 

.hem have a prolonged period before they become EIA 

1.0 reactive, whereas among donors that are 

negative for all mar:%ers at the index donation, 

lost of them seroconvert fairly promptly. And the 
. _. 

.aboratories that were using EIA 2.0 seem to be 

selectively enriching this donor population, that 

-St those who have tl=e prolonged EIA 2.0 negative 

chase, although we can see one of those also among 

:he samples that were negative for all markers at 

:he index donation. 

so, to summar ize our observations of the 

Eollow-up study, abc-:t 30 percent of donors showed 

a significant time lapse of greater than 90 days 

oetween EIA 3.0 posit ivity compared to EIA 2.0 

?ositivity, and dur Fng this EIA 3.0 positive/EIA 

2.0 negative interval, almost all specimens are 

RIBA 3.0 indete,rminaz e with a c33c pattern. 

There is one case of a donor who was RIBA 

negative during this Fhase. The donor was EIA 3.0 

positive, EIA 2.0 negative, RIBA negative, on two 

different specimens, days 17 and 54 of follow-up, 

MILLER TXZPORTING COMPANY, IX. 
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and became RIBA positive on day 115. So from this 

one sample it appears that EIA 3.0 is more 

sensitive than RIBA 3.0. And it is not clear from 

our follow-up whether all infected donors will 

ultimately become EIX 2.0 positive and RIBA 

positive. 

Looking at the NAT reactivity among the 

follow-up specimens, again I want to report that 
. . . 

all 19 donors became ZIA 3.0 reactive by the second 

follow-up visit and by day 70. Five out of the 19, 

or about one-quarter of the donors, had one or more 

individual NAT negative samples during the follow- 

up period, but this is after they became EIA 3.0 

reactive, so that every single follow-up sample was 

either EIA 3.0 reactive or NAT reactive. 

Among the dcnors who had some negative NAT 

samples after they became EIA 3.0 reactive, three 

had a positive NAT on further testing, so that was 

an intermittent nega zive NAT that was reported by 

the other speakers. Two of the donors had two 

consecutive negative NAT samples after they became 

EIA 3.0 reactive, and they their follow-up was 

terminated because they had fully seroconverted, so 

'we don't know if they have permanently cleared the 

virus or not. 

MILLER ZXRTING COMPANY, INC. 
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Just to now update the data for our now 

:wo years of experience with HCV and one and a half 

rears of experience with HIV, for HCV, we have 

;creened 8.1 million donations for HCV nucleic 

acid. We have a total now of 32 cases which we 

relieve are true NAT reactive, EIA negative, for an 

Ivera yield of 1 out of 253,000. Of these 32, we 

lave 24 in follow-up, and in all cases every 
. . . 

Eollow-up sample was either NAT positive 'or EIA 3.0 

positive or both during the follow-up period. 

In the trial we have about 300 suspected 

false positive reactions, for an overall rate of 

about 1 in 27,000, and we try to enroll these in 

follow-up. Among the donors in follow-up, we have 

97 donors for whom we have obtained two or more 

follow-up samples with no evidence of infection, 

and 21 donors who had a negative unit that was 

tested and who were enrolled in follow-up with no 

evidence of infection. 

And we believe that, therefore, if you 

have any one negative specimen, whether it be the 

original unit or a follow-up specimen that is 

negative by both EIA 3.0 and individual NAT, that 

that donor is uninfected. We have not yet had a 

person who tested ccmpletely negative on any 

MILLER REPORTING COMPANY, INC. 
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ollow-up specimen, who lat,er tested positive on a 

ubsequent follow-up specimen. But I have to 

lmphasize that that means we are talking about EIA 

. 0. We certainly dc have donors that are EIA 2.0 

negative during follc-d-up, who are truly infected. 

For HIV, we have screened approximately 

i.4 million donations. We have one case that we 

relieve is a true window case, that was reactive 
. . 

)nly for HIV NAT and negative for all other HIV 

narkers. On the firs= follow-up specimen obtained 

L6 days after the index donation, the donor tested 

lositive for everythFng: NAT, ~24, and antibody 

and Western Blot. By day 24, the donor had become 

negative for p24 antLg en but was still reactive for 

gAT and antibody. 

Out of the 5.4 million donations, I have 

only been able to veri fy one suspected false 

positive donor. There may be more, but I'm having 

a little trouble getting that data. But at any 

rate, the prevalence of false positive reactions on 

the HIV NAT appears to be extremely low. 

So just to apply this data to the 

questions that are being addressed to the 

committee, the first question: Is it useful to 

consider reentry for donors who had an individual 

MILLER 'ZZ'ORTING COMPANY, INC. 
735 3th Street, S.E. 
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donation NAT positive reaction, anti-HCV EIA 

reactive, and RIBA 3.2 indeterminate or negative? 

My answer, LX'S probably not, because in 

our experience donors who are NAT positive and RIBA 

indeterminate are mosz likely in the process of 

seroconverting. However, even donors who are NAT 

positive and RIBA ne-- ==tive may be seroconverting, 

and in our experience a false positive on both NAT 
. _. 

and EIA is a rare everrt. However, it would be 

very, very easy to r l-solve these false positives by 

simply either testing the original unit or testing 

one follow-up specimen for both NAT and EIA 3.0. 

If the EIA 3.0 reactivity goes away, then that was 

a false positive EIA reaction. 

Question 2: Should reentry be considered 

for donors who were :;XT negative on pooled 

screening and serolcgi tally reactive with RIBA 

indeterminate results? And I would say probably 

not, unless you can---? dnless EIA reactivity goes 

away on an EIA 3.0 cr more sensitive test. The 

concern is that these donors could be in the 

process of seroconverzing. A negative result on 

pooled NAT is not necessarily comforting because 

pooled NAT is less sensitive than individual unit 

NAT, and we know frcz our data and the other two 

MILLER '='3"RTING COMPANY, INC. 
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speakers that some donors are intermittently NAT 

negative during seroconversion, and they may be 

{IBA indeterminate during seroconversion. 

We do agree that individual NAT testing is 

useful for donor counseling for these donors, and 

if a second sample, a second pristine sample not 

subjected to the pooling process, is reactive for 

gAT, that that donor should be counseled as if they 

are positive. However, we disagree that a second 

VAT performed on the suspected contamination sample 

should be used for donor deferral or counseling. 

And the question is whether some of these 

RIBA indeterminate donors may be uninfected, but it 

is true that probably the vast majority of RIBA 

indeterminate donors are uninfected, and I think it 

would be worth reconsidering when the next 

generation of screening tests is licensed, as long 

as the screening test is at least as sensitive as 

EIA 3.0. If the EIA reactivity goes away, then you 

don't have to worry about the indeterminate, the 

RIBA indeterminate reactivity, because it appears 

that EIA is actually more sensitive than RIBA. 

Regarding the option of following up with 

an additional HCV NAT test at any time up to six 

months, we agree that testing of a second specimen 

MILLER RXPORTING COMPANY, INC. 
735 8th Street, S.E. 

Wa shicFt?-,, D.C. 20003-2802 
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-s extremely useful not just for donor counseling 

)ut for determining the true infectious status of 

:he donor, and I believe that we and Sue Stramer 

vould agree that the plasma from the index donation 

nay be used for this purpose without need for 

2ringing the donor in for follow-up, if the plasma 

is available and if the storage conditions were 

Jalidated and approved by the manufacturer. 

Additional testing of tubes from'the 

Driginal donation should not be used for decisions 

about donor deferral because they may be 

contaminated, and donors should not be deferred on 

the basis of a repear or supplemental NAT on the 

original specimen because it was probably 

contaminated during the pooling process. We do 

agree that a NAT positive result on any second 

pristine specimen, whether it be the index donation 

itself or a follow-ur, specimen, should be cause for 

deferral. 

Question 3: What should be the minimum 

time period for waiting for follow-up testing? 

All of our window case donors for HCV were 

positive for either ZIA 3.0 or individual NAT or 

both at every follow-up visit, so we would question 

whether any waiting period is required at all. All 

MILLER ZPORTING COMPANY, INC. 
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bf the donors were EIA 3.0 reactive by day 70. 

lost of them or eight of them were positive on the 

.ndex specimen itself, and the remaining donors 

rere positive on the f irst or second follow-up. 

If you want zo wait for the EIA to be 

reactive, eight weeks should be--I'm sorry--eight 

veeks should be sufficient for follow-up if you are 

Ising both individual NAT and EIA, and EIA 3.0 must 

le used for reentry purposes. If you want to allow 

enough time for EIA 3.0 to become positive, then 

six months should be more than sufficient, since 

all of our donors were reactive by day 70. We 

agree that RIBA should not be required for reentry 

50 long as EIA 3.0 is negative, because RIBA 3.0 

appears to be less sensitive than EIA 3.0. 

The last HCY question: Should the blood 

establishment have t?e option of continuing to 

follow up a donor wizh individual sample NAT 

negative but persistent EIA reactivity? And the 

answer is, absolutely. Each manufacturer has a 

different donor population that it has false 

positive results on, and these donors may become 

nonreactive on the next generation screening test 

or on another manufacz urer's licensed screen. So 

as long as the follc-d-up test has, follow-up EIA 

MILLER FZZORTING COMPANY, INC. 
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,as sensitivity at 1 easy equivalent to the original 

neacting test, then the donor should be 

.eenterable. 

And one requtsr from members of our 

zlinical trial group, since we are anticipating 

.icensure of another technology which will not be 

:alled enzyme immunoassay, we would like for the 

reentry algorithm to -:se terminology that doesn't 

refer to EIA but rather to something like a 

Licensed serologic screening assay, so that it will 

>e applicable to the ZBISM assay. 

We have very L 'ittle data on HIV because, 

2s I showed you, we tad only one true positive and 

3ne or very few false positives. But just looking 

at the antibody screen, this is data from just over 

1 million donations from three of our trial sites, 

you can see that the ;-ast majority of EIA, HIV EIA 

reactive specimens are negative by NAT and Western 

Blot negative or indeserminate. 

Questions fcr fiIV. Question 1: Is it 

useful to consider r==n- ,,,Lry for donors who are NAT 

positive, EIA reacti-.-e, and Western Blot 

indeterminate or negative? 

The answer from our system is probably 

not, because in the Zoche system false positive NAT 

MILLER 'XZYXTING COMPANY, INC. 
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seems to be an extremely rare event, and the 

probability of false positive results on both EIA 

and NAT is extremely unlikely. However, again, it 

should be very easy to determine the infectious 

status of that donor from one follow-up visit. 

Question 2: Should reentry be attempted 

for a donor who is pooled NAT negative, antibody 

reactive, and Western Blot indeterminate? 
. . . 

The answer is yes, not on the basis of 

data that I have presented today, but it is clear 

from the literature and data that were presented 

previously to this committee that most Western Blot 

indeterminate donors are uninfected. 

Question 3: Follow-up testing prior to-- 

sorry--What should t'be minimum time period be for 

waiting prior to follow-up testing? 

We believe that follow-up testing prior to 

eight weeks or testing of the second specimen from 

the time of donation, something that was not 

exposed to the poolicg process, may be very useful 

for donor counseling. For reentry, eight weeks 

should be sufficient based on the time period of 

EIA conversion after ,UAT reactivity appears, from 

published literature, 

For Group 3 donors, that is, those who are 

MILLER XX?ORTING COMPANY, INC. 
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reactive only on an 3IA and not on NAT, we would 

suggest that the donor could be reentered if the 

CIA reactivity disappears, that is, if you switch 

:o another manufacturer's assay and the EIA 

reactivity disappears, that you may even be able to 

zonsider reentering zhe donor without doing an 

individual NAT, although it's certainly easy to do 

in individual NAT. 
. -. 

We agree that Western Blot should not be 

required if the repeat EIA is nonreactive, that the 

1IA alone should be sufficient for reentering the 

donor. And we agree that a positive individual NAT 

3n a pristine specimen, but not a repeat NAT on the 

original contaminated specimen, should be cause for 

permanent deferral. 

Last question: Should the blood 

establishment have the option of continuing to 

follow up a donor wit h NAT negative persistent EIA 

reactivity for potential reentry? 

And the answer is, absolutely. The 

argument is same as for HCV, that this donor may be 

nonreactive on another licensed serologic screening 

assay, and so we she-aid be able to reenter those 

donors if they are nonreactive by a screening assay 

of sensitivity at least equivalent to the reaction- 
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to the test that they reacted on originally. 

And one final comment, a request from some 

f the centers in our trial. We would like to make 

ure that IFA negati-.-e donors are included in the 

eentry strategy for HIV, since many centers use 

FA instead of Western Blot as their HIV 

upplemental testing, I personally don't have data 

In IFA indeterminates, and I'm not aware of the 
-. 

.ata that would supF=rt or refute treating the 

ndeterminates, IFA lndeterminates, similar to blot 

.ndeterminates, but 1 understand that IFA 

.ndgterminates are a relatively rare event. And I 

.hink that's the lasz slide. 

DR. NELSON: Thank you very much. 

Are there q-zestions? 

My understa =lsing is that the FDA proposed 

guidelines just say a multi-antigen test, not EIA 

! . 0 . Is that correct, Paul? 

DR. MIED: Zor HCV, yes, that's correct. 

DR. NELSON: Right, so in view of these 

lata, I think we may want to consider modifying the 

criteria. I think that was one of the most 

impressive and inte--- -eating new data that you 

presented. 

Okay. I think if there are no questions, 

MILLER ZPORTING COMPANY, INC. 
735 8th Street, S.E. 

WashtiqTon, D.C. 20003-2802 



elw 

6 

7 

a 

9 

10 

12 

13 

14 

15 

16 

17 

ia 

19 

20 

21 

22 

23 

24 

25 

134 

and thank you very ~-2~2, there are five people that 

aanted to make a presentation, and I would urge 

these speakers to be as brief as possible, 

particularly if their zomments have already been 

covered or discussed by previous speakers. 

OPEN ?VBLIC DISCUSSION 

The first, 3r. Chyang Fang from 

ZenProbe/Chiron. 
. _ 

DR. CHYANG F-=G: Thank you, Mr.' Chairman. 

May I have my slides: 

DR. NELSON: Xre there problems? The 

machine took a break? 

DR. CHYANG '-ANG: Thank you. Today we 

will present our pivq- -,a1 clinical study data as it 

relates to the propc sed donor reentry algorithm. 

Background: In the study, a total of 

191,648 donor samples were tested in 11,978 pools 

of 16. In pool testing, 175 or 1.46 percent of 

pools were reactive. All samples composing these 

reactive pools were rested individually. One 

hundred and forty-two pools contained at least one 

NAT reactive sample, and 33 pools contained no NAT 

reactive sample. 

A total of 13'6 NAT reactive samples were 

identified in the st-zsy. All, samples composing 

MILLER ZZ?CRTING COMPANY, INC. 
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ools, were considered negative. These units were 

eleased if also seronegative. This accounted for 

9.91 percent of donations in the study. 

Units associated with the 166 individually 

beactive samples were discarded. These donors were 

.emporarily deferred, samples were further tested 

rith the HIV-1 and HCV discriminatory NATs. Of 
. --_ 

:hese, 13 were positive only for HIV-l, and all 13 

rere also Western Blot positive. One hundred 

:hirty-eight were positive only for HCV, which 

.ncluded 129 RIBA positive, 2 RIBA indeterminate, 

ind 7 HCV EIA negative samples. 

The remaining 15, or 0.008 percent of the 

total sample tested, were negative in both 

liscriminatory assays. All 15 samples were 

retested in the HIV-I, HCV multiplex NAT and were 

negative. Based on the non-discriminate and repeat 

negative NAT results, the donor deferral on these 

15 donors were reversed. This reversal of donor 

Aeferral differs from the FDA-proposed reentry 

algorithm. I'll present data later to support the 

fact that this non-discriminate NAT reactivity were 

false positives. 

25 For the next two slides, I will show how 

135 
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)ur clinical study data, including both samples 

:ested first in pools and 640 samples tested 

individually, correlate to the proposed donor 

reentry algorithm, fir st for HIV and then for HCV. 

For HIV there was one sample in Group 1. 

rhis sample was HIV EIA reactive, Western Blot 

indeterminate, but HIV-1 discriminate, NAT 

negative. It was HCV discriminate, NAT and RIBA 
. -. 

positive. Therefore, the NAT reactivity 'was due to 

-Icv, not HIV-l. 

There were 156 HIV EIA negative samples in 

Sroup 2. Of these, 139 were positive only in the 

3CV discriminate NAT. The remaining 1 samples were 

chose negative in both discriminatory assays. All 

nlere retested multiplex NAT negative. 

There were 146 NAT negative, HIV EIA 

reactive samples in Group 3. Of these, 94 were 

Western Blot negative and 52 were Western Blot 

indeterminate. According to the study protocol, 48 

available Western Blct indeterminate samples were 

tested with the supplemental NAT, and all were 

negative. 

For HCV, two samples were in Group 1. 

Both samples were HCV discriminate, NAT positive, 

and RIBA indeterminare. According to the study 

MILLER XZPORTING COMPANY, INC. 
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rotocol, these two samples were considered true 

ositive. 

Thirty-sever samples were qualified for 

lroup 2. Of these, -3 were HIV-l discriminate, NAT 

bositive only, and a,1 13 were also Western Blot 

jositive. Seven were HCV discriminate, NAT 

jositive only. These were potential yield cases, 

tnd donors were enter ed into the follow-up study 
. 

Jhich will be shown in the next slide. The 

remaining 17 were t I=ose samples that tested NAT 

negative in both HI'.'- 1 and HCV discriminatory 

issays. 

For Group 3, 136 samples were NAT negative 

and HCV EIA reactive. Of these, 92 were RIBA 

negative and 44 were RIBA indeterminate. Forty of 

these RIBA indeterr -inate samples were available for 

the supplemental NAY, and all were negative. 

In this St--; --y there were 7 HCV NAT 

positive, EIA negative samples. Six of the seven 

were from two pools which each contained at least 

one HCV NAT positive, seropositive sample. Five of 

these donors returned once, 14 to 46 days after the 

index donation. for follow-up testing, and all were 

NAT negative and seronegative. 

The bag plasma, if available, was used for 

MILT.-' ZPORTING COMPANY, INC. 
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-epeat NAT and/or sup&lemental NAT. The results 

;how that at least scze of these NAT false positive 

results were due to c-* ,-tamination of the original 

JAT tubes. Bag plasma for sample number six was 

also NAT positive. Phe serum sample of this 

donation was retested and found to be EIA reactive 

,ut negative in RIBA. Unfortunately, this donor 

declined follow-up. 
I *. 

In summary, =5e Chiron Procleix HIV-l/HCV 

sssay demonstrated his‘ a specificity in the pivotal 

Ilinical study. Ninery-nine point nine one percent 

>f donor samples tested negative. Zero point zero 

eight percent were NAT positive and seropositive. 

3ased on the proposec algorithm, only 0.01 percent 

Mill be deferred base", solely on NAT reactivity, 

and will be eligible for donor reentry. 

Second, non- Zlscriminate NAT reactivity 

were likely due to reaction tube contamination or 

technical errors, sirze these samples retested as 

NAT negative. According to the clinical study 

protocol, donations with these results were 

discarded but donors -dere not deferred. 

In the milit=- --y NAT blood screening 

program on individuai samples from April to 

December of last year, there were 21 cases where a 

MILLER ?---r?RTING COMPANY, INC. 
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onor with reactive, non-discriminate NAT results 

eturned for follow-up testing or subsequent 

onation. Most of these visits took place between 

0 to 100 days after the index donation. 

Of these donors, three returned twice and 

wo returned three times. The intervals between 

ubsequent repeat visits ranged from nine days as 

or Case No. 17 to more than six months as for Case 

'0. 21. All follow-up test results were .NAT 

.egative and seronegative, indicating that none of 

.hese donors were infected with either HIV-l or 

[CV, and therefore the initial NAT reactivity was 

zonfirmed as false by test results on follow-up 

lleeds. 

Finally, our clinical data results suggest 

:hat a qualified alternate sample of the index 

lonation, such as plasma from the bag, may be 

useful for determining false positivity at index by 

repeat NAT and/or supplemental NAT, since most of 

zhe NAT false positive results were caused by 

sample-to-sample cross-contamination due to the 

?ooling and/or the testing processes. 

Thank you. 

DR. NELSON: Thank you. 

Comments? Questions? Okay. Thanks very 

MILLER RZPORTING COMPANY, INC. 
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that they could have received an infected unit, or 

3ven in legal cases. So in those cases also, 

having had negative data in the follow-up from 

25 these false positives, we have useful things. 
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uch. 

The next person that has asked to speak, 

r. Celso Bianco for America's Blood Centers. 

DR. BIANCO: Yell, thank you for the 

pportunity to speak. America's Blood Centers is 

.n association of 75 not-for-profit, community- 

based blood centers zhat collect nearly half of the 

r.s. blood supply from volunteer donors. 
..m_ 

I would like, before I get into the real 

statement, to make a couple of additions. One, 

tbout the value of the reentry that has been 

discussed here, there is one side that is obviously 

:he donor, and that is the most important side. 

Yhere is also a side of the recipient that we have 

lot talked about. 

Essentially, all those that are identified 

2s positive according to the criteria will lead to 

3 lookback and notification of recipients and a 

request that those recipients be tested. Not 

infrequently, those recipients are tested, and even 

MILLER "PORTING COMPANY, INC. 
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The second thing is that the donors I 

hink in recent years feel that they are being 

reated as raw materials, and I want to remind all 

f us that they are human beings and they think, 

hey feel, and they cry. 

And finally I want to thank particularly 

lr. Paul Mied for having addressed many of the 

ssues that I am going to raise here during his 
. . . 

lresentations. 

I am not goFng to address the algorithm. 

1 think several people did. But we are very 

:oncerned, ABC members, about the increasing 

zomplexity of the proposed algorithms for 

:esolution of initial screening test results. 

lomplexity discourages reentry and offers 

opportunity for errcr. 

The victims of such complexity are the 

rolunteer donors, who often are told that their 

results have no clinical significance, they are 

deferred for life to protect the health of the 

recipients. Most sophisticated donors have told us 

personally that this message is schizophrenic. Why 

can't they donate if they are not infected, if we 

are confident that they are not infected? 

The requirenent for additional samples 

MILL= FZPORTING COMPAKY, INC. 
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btained outside the ,donation process for 

erformance of reent ry protocols also increases 

omplexity without c3vious benefits. There may be 

n impressicn that these samples--that the unit 

0: 

P 

C 

a 

i 

a 

S 

a 

S 

nside the system would represent some risk, but 

ctually centers fre2.z ently have access to backup 

pecimens and plasma units for performance of 

dditional screening. Testing of those specimens 
. . . 

hould be allowed. 

Specimens coli ected at a subsequent date 

*equire that the donor r eturn exclusively for the 

burpose of being retested. Many donors are so 

lrustrated at being Zeferred that they refuse to 

'eturn. Moreover, when those samples are collected 

successfully, they IT-us t be processed separately, 

r 

F 

f 

L 

z 

( 

( 

( 

t 

I 

Dutside the well corzrolled environment of 

collections, manufacr-Are, and distribution, 

computer controls, bar codes, and all that. It's a 

separate system. 

It's our beLlef that they are subject to 

greater errcr than specimens that undergo routine 

screening. Furthermore, routine specimens obtained 

in the course of a blood donation are subjected to 

the entire battery cf screening assays, providing a 

better picture of the infectious disease status of 

MILLEK ?F?CXTING COMPANY, INC. 
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There are better approaches for the 

resolution of repeatedly reactive screening tests. 

The most important one is being considered today as 

18 part of the a-lgorithms that were discussed. It is 

19 

20 

time to seroconversion. Time is better than any 

confirmatory test that we have available in the 

market today. 21 

22 
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he individual. So we would like to see the 

ndividuals coming back to donate, not just to give 

sample. 

Additional, more specific supplemental 

.ests were very useful in the early days of HIV and 

[CV testing because of the low specificity of the 

available screening assays. Today, however, the 

.icensed supplemental tests for HIV and for HCV are 
. -. 

actually less sensitive and less specific than the 

.nitial screening tests. These supplemental assays 

~1~0 generate a percentage, a high percentage of 

:he dreaded indeterminate test results. Donors 

with indeterminate test results are in eternal 

Limbo. 

Essentially, 100 percent of the I-:IV 

infected individuals become, after a short period 

of time, repeatedly reactive on currently licensed 

antibody screening tests. FDA recognized this fact 

MILLER REPORTING COMPANY, INC. 
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hen it licensed the screening assay for HIV-l p24 

ntigen, because donors who are negative on the 

ntibody test are eligible to donate again after 

ight weeks for reenrry. 

The introduction of NAT for HIV made those 

lgorithms redundant. A donor who is positive on 

AT for HIV, and negative for HIV, should simply be 

llowed to donate after eight weeks. Neither the 
. . . 

:IV-1 p24 antigen screening, the Western .Blot, or 

he IFA contribute to the resolution of the initial 

*esult. Time and test repeat resolve the issue. 

The same is true for HCV. The 

supplemental RIBA test does not contribute to the 

:esolution of the initial screening test result. 

!IBA only complicates matters by generating 

.ndeterminate test results, such as those 

associated with NS-5, that have no significance. 

An individual that is positive on NAT for 

ICV and positive on a third generation antibody 

Issay for HCV, is positive, period, even if there 

xre some aberrations. But in the absolute majority 

of the cases, these individuals should be deferred, 

Lookback should be performed as soon as possible. 

Ihere is no reason to wait for weeks for a RIBA 

test result. 

MILLER SPORTING COMPANY, INC. 
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Individuals who are pbsitive on antibodies 

o HCV and negative on NAT should be eligible for 

eentry when NAT and new technologies become 

vailable. Individ-La1 s who are positive on NAT and 

.egative for antibodies to HCV, to third 

.eneration, they shculd be allowed again in the 

'uture. Both groups will be screened again, using 

brocedures that are xore sensitive and more 

specific. In these oases, the requirement for a 

:ix-month interval between the reactive donation 

ind the reentry donarion would be sufficient to 

allow time for seroconversion. 

In the case of screening tests for which 

:here is no licensed supplemental test, donors 

ghould be automatic ally eligible to donate upon 

Licensure of new or zore sensitive and more 

specific technologies, because they will be 

rescreened with newer, more sensitive and more 

specific assays. The introduction of new 

technologies is a major opportunity to reenter 

donors, because the sources of false positive 

results are different from the old technology. 

Thus, reentry algorithms should take this 

into account. The rule that is part of many of the 

FDA guidances, that an individual that had reactive 

MILL= '"PORTING COMPANY, INC. 
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esults on two separate occasions must be 

ermanently deferred. should be eliminated because 

t does not contribuze to recipient safety, 

articularly when the rule is applied to multiple 

ests performed on the same specimen. It only 

erpetuates errors. 

Upon licenser e of newer screening 

echnologies such as NAT or chemiluminescence, that 
. _. 

St the PRISM, donors who were reactive on EIA and 

,ad negative supplemental tests should be eligible 

'or reentry. This should also be true in the case 

,f donors who were reactive on antibodies to HCV-2. 

'hey should be eligible to donate again< except for 

:hose with a positive NAT or RIBA results. This 

ioes not mean that their donations will be 

automatically accepttd. They will always be 

subjected to the compl ete battery of screening 

sssays. If negative in all assays, including the 

Licensed NAT, their donations are suitable for 

Lransfusion. 

NAT for HIV has totally obviated the 

already small value zf HIV-l p24 antigen tests. 

The amount of data documenting this fact is 

overwhelming. ABC members respectfully request 

that FDA eliminate the requirement for HIV p24 

MILLER FZZ'ORTING COMPANY, INC. 
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1 tests upon implementation of a licensed NAT test 

2 for HIV. In addition, ABC members request that 

3 individuals with more than one unconfirmed HIV-l 

4 p24 antigen test result, because those were samples 

5 that were taken in the course of follow-up, also be 

6 allowed to donate again. 

7 ABC member are looking forward to simpler, 

8 

9 

10 

more rational confirmatory a 
. . . 

that simplicity reduces oppo 

leads to more effective camp 

lgorithms. We believe 

rtunity for errors, 

liance, and 

11 
II 

consequently increases the safety of the blood 

12 supply- 

13 Thank you for the opportunity to comment. 

14 DR. NELSON: Thanks, Celso. 

15 DR. BIANCO: If there are any questions, I 

16 will be glad to answer them. 

17 DR. NELSON: Questions or comments for 

18 Celso? 

19 Next on the list is, and I haven't seen 

20 him, Dr. Lou Katz representing American Association 

21 of Blood Banks. Lou looks different today. 

22 [Laughter.] 

23 Kay Gregory will be-- 

24 MS. GREGORY: Yes. Obviously I am not Dr. 

25 Lou Katz, but unfortunately at the last minute he 

MILLER REPORTING COMPANY, INC. 
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as unable to make the meeting, and since I am his 

ight-hand person for our TTD Committee, you can 

uess who he called and said, "Guess what you get 

o do?" 

The American Association of Blood Banks is 

.he professional society for over 8,000 individuals 

.nvolved in blood banking and transfusion medicine, 

tnd represents 2,000 institutional members, 
. . . 

.ncluding community blood collection centers, 

lospital based blood banks, and transfusion 

jervices, as they collect, process, distribute, and 

Lransfuse blood and blood components and 

lematopoietic stem cells. Our members are 

responsible for virtually all of the blood 

collected in this country, and more than 80 percent 

of the blood transfused. For over 50 years, the 

AABB's highest priority has been to maintain and 

enhance the safety and availability of the Nation's 

blood supply. 

I would like to thank the agency and the 

committee for this c?portunity to address them. 

The greates: value of HIV and HCV reentry 

has always been the sense of closure or certainty 

they provide the donor to whom the difficu1.t 

message of false posi tive test results has been 

MILLER XZPORTING COMPANY, INC. 
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liven. Nevertheless, it is apparent from a survey 

)f the major blood collection organizations 

:onducted in preparation for this meeting, that 

reentry of donors with false reactivity for these 

RO agents, while permitted by the FDA, is not 

niversally embraced. 

As you have already heard, the American 

ed Cross does not engage in donor reentry, and in 
I _. 

survey of members of America's Blood Centers that 

ad a 57 percent response rate, 63 percent of the 

enters reenter for XIV and 63 percent for HCV, 

epresenting 63 percent and 80 of the donations to 

,esponding centers, respectively. These two 

rganizations, the Red Cross and the ABC members, 

*eflect over 95 percent of the volunteer donor 

)lood collected and distributed in the United 

:tates. 

The reasons that r,eentry is'not universal 

ire fairly straightforward. The regulatory 

implications of a mistake are substantial, and most 

lf the activity, as already noted, is performed 

nanually; that is, there are no computer controls. 

The algorithms, both available and proposed, are 

cumbersome and expensive relative to the number of 

donors salvaged. In particular, access to some of 

MILLER IZEPORTING COMPANY, INC. 
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he assays required for reentry is perceived as 

imited by some centers. 

Persistent fal se serological reactivity 

akes the yield of saLvaged donors low. Our 

bility to counsel don ors effectively and allay the 

ear provided by false positive tests has improved 

reatly over long years of extensive experience. 

'e have now added NAT in minipools to our arsenal 
. . 

#f tests, allowing f -zrther refinement of .the 

lessages that we provide to donors. 

As you have heard at this and prior 

meetings, the specific ity of the systems in use in 

:he U.S. is admirable. At Dr. Kati's center, which 

draws about 60,000 donations annually, they have 

lad a single false p asitive HCV PCR in over two 

rears of screening, and no false HIVs. 

The draft algorithms provided by the FDA 

continue the tradition of complicated approaches to 

reentry of donors wi=h clinically irrelevant test 

reactivity. The reqzlrement for an interim visit 

Ear repeat testing is an example. We would prefer 

that use of an independent aliquot, including 

residual plasma appr zpriately stored from the index 

donation, be explored as an acceptable sample. 

This would allow required testing and more 

MILLER ?EPORTING COMPANY, INC. 
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apid resolution of f alse NAT reactivity without a 

econd visit by the donor, and can open the door to 

testing algorithm similar to those in use for 

nti-core and anti-HTLV l/2, wherein the donor is 

ot notified of clinically irrelevant results until 

hey arise a second time. The medical director of 

he collection facility could make a medical 

.etermination of the need for further immediate 
. -. 

Diagnostic testing on a case-by-case basis. 

With regard to the specific questions 

)osed to the committee, in Question 1 we are asked 

tbout an event that must be incredibly rare, if it 

Las yet been observed. It posits the existence of 

t population of donations that are. simultaneously 

IIV or HCV false pos itive in both the screening 

antibody assay and NAT. While we will be happy to 

lave the flexibility to reevaluate such donors, 

it's not a priority compared to other issues. 

Question 2 relates to NAT negative 

donations with unconfirmed indeterminate repeat 

reactive serology. With regard to HIV, there is a 

large body of historical data and experience that 

tells us these donors are uninfected, using 

appropriate criteria on immunoblotting and IFA. 

They must certainly be given an opportunity for a 

MILLER REPORTING COMPANY, INC. 
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;imple reentry. 

Where HCV is concerned, a small proportion 

7 donors with isolared c33c may be infected, and 

tre there is a need to use single donor NAT to 

cclude real infection. Under any circumstance, if 

zsolution testing cn the index donation is 

aconsistent with infection, we would ask the 

ommittee to consider if follow-up testing at the 
_. 

?ecified interval is allowable on a donation, 

ather than requiring an independent visit just for 

sample. 

Question 3 addresses the minimum time 

eriod prior to reentry. This may be different, 

epending on the screening assay used to identify 

he donor. It is apparent that for HIV screening 

erologies in use currently, the standard eight- 

,eek interdonation interval for whole blood would 

!ork. 

Where HCV is. concerned, and the Abbott HCV 

:.O EIA is still widely used, there appear to be 

Lome individuals with delayed seroconversion and 

.ntermittent low-level viremia on NAT assays. The 

iata on these donors will need careful scrutiny to 

select a minimum interval. This may not be an 

issue with EIA 3.0, nor with the PRISM 

MILLER REPORTING COMPANY, INC. 
735 8th Street, S.E. 

Washkgton, D.C. 20003-2802 
19n3\ FAC-CCCC 



elw 

2 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 

153 

hemiluminescence assay, and the six months 

roposed in the draf: algorithms would appear to be 

.ore than adequate. 

Question No. ; is fundamental to the 

,elationshis of collection facilities and donors. 

'he answer is yes, this option must be available. 

rith current and future testing algorithms as 

sensitive and specifF= as they are and will be, we 
I _. 

leed to be allowed, -without complication,' to take 

advantage of current licensed technology to provide 

:losure to donors wizb aberrant test results. The 

ultimate closure is allowing the donor to return to 

zhe volunteer donor Base. 

Although not addressed in the algorithms 

proposed, we would lL.ke to see reentry of the 

substantial number of donors with repeatedly false 

positive and indeterminate 

XIV-1 p24 antigen reactivity, presuming the antigen 

test will no longer be required after licensure of 

NAT assays. We propose that donors historically 

deferred for repeate=l y false reactivity with this 

marker be permitted zo return for a donation, and 

reentry be allowed o= the current test results, 

irrespective of the historical deferral. 

A couple of smaller points we would 
. 
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7 ,olunteer blood donors, simple reentry algorithms. 

8 DR. NELSON: Any comments or questions 
. . . 

'rom the committee? 9 

10 
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22 from the fact that there were approximately 20,000 

23 people with hemophilia in 1980, and approximately 

24 50 percent of them contracted HIV from the 

25 antihemophilic factcr, their medicine, basically. 
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eiterate that have already been made. That is, 

ou need to look car efully at the terminology that 

ou are using, now that EIA and blot technologies 

re not the only mechanisms available for testing. 

We appreciate the flexibility of the 

gency in providing an endangered species, the 

Thank you. 

The next person that has asked to speak, 

)avid Cavanaugh from The Committee of Ten Thousand. 

MR. CAVANAUGH: Thank you, Dr. Nelson. I 

Lrn Dave Cavanaugh, the government relations person 

ior The Committee of Ten Thousand, and I am pleased 

zo be able to be here. The Committee of Ten 

rhousand got its name from the fact that there were 

10,000 people with hemophilia in 1980, and 

approximately half cf them--sorry, is that signal 

oetter? 

The Committee of Ten Thousand, the name is 
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?e are not ones to use acronyms and present slides 

vith data ranges, but we saw a few things already 

this morning we were a little concerned about, and 

C have about a total of five points to make. 

The concern arises from hearing, as 

consumers of, recipients of potentially 

contaminated blood, terms like "bang for the buck," 

zerms like "probably not." I think there was-- 
. _. 

we're very glad that NAT exists. It has obviously 

raised the bar quite a lot, and we appreciate that, 

and we know that in the work of the research field, 

the product is a sound professional research paper. 

However, even then we cannot say that we're 

overjoyed to hear that the main job is to tell 

donors they're healthy. 

We are a little concerned that there was a 

lot of discussion of NAT pools, matrix pools, but 

not an acknowledgement of the blood products side 

of things. Blood products are manufactured in 

pools ranging from 50,000 units to 250,000 units, 

and a contaminated unit contaminates the pool, 

unlike in the NAT testing where they are all nice 

and discrete. And so we are very chary about the 

manufacturing process. 

When we hear about collection centers or 
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ee a collection center, we know that sometimes 

ou'll see pictures of grateful donors in hospital 

eds receiving a good unit, and that's important. 

hat's a motivator. 3ut they don't show a person 

nfusing hemophilic factor at home. You know, all 

lf the consumers of blood products are very 

requent consumers. They are not getting one 

ransfusion after one car accident, ever. And 
-. 

Lgain, as you know, zhat is what has made us very 

luch at risk. 

So that is what I would like to say. 

'hank you. 

DR. NELSON: The next person is Bob Marks 

from the Hemophilia Federation of America. 

MR. MARKS: Good morning. I'm.here 

speaking on behalf of the Hemophilia Federation of 

Jmerica, and also as a consumer of the blood 

products that you're speaking of at this point in 

time. 

While I understand the concern over an 

individual who has been tested false positive being 

reassured that their test results come back 

negative, and then being informed of that 

information, I'd like to bring three points that I 

believe are very important, at least for myself and 

MILLER XEPORTING COMPANY, INC. 
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18 Lssure you I never thought that it would happen to 

19 

20 So to talk in terms of probably, maybe, we 

21 think so, one unit of blood is all it takes, and I 

22 

23 here, that we're talking about human lives, and 

24 dollar signs don't come into this. 

25 Thank you. 
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y community, the first being a question: 

Did the number of units to be returned to 

he blood pool from the country warrant the amount 

f risk of one contaminated unit? 

The second question I have: Does the 

ssurance of those tests with the false positives 

nd informed to be negative, outweigh that risk of 

ust that one unit? 
. -. 

And lastly, I think one of the things that 

verybody up here should be considering when they 

lake their decisions in this area is, if just that 

.bout your mother, your father, your wife, your 

Lusband, your son, your daughter. And to sit there 

lnd to think, "It can't happen to me, it won't 

tappen to me," I assure that my mother and father 

lever thought that it would happen to them, and I 

ne. 

think that needs to be the overriding consideration 
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DR. NELSON: Thank you very much. 

Dr. Sue Stramer wanted to also present a 

statement from the American Red Cross. 

DR. STRAMER: Thank you. Mr. Chairman and 

nembers of the committee, the American Red Cross 

Mould like to thank the FDA for the opportunity to 

address the issue of the reentry of donors deferred 

oecause of HIV or HCV NAT or serological test 
. -. 

results. 

At the March meeting of the BPAC this 

year, I presented data on the types, frequencies, 

and causes of NAT false positive test results, and 

how the false positive results relate to donor and 

product management. Earlier today I presented data 

on the number of donors who test false positive for 

either HIV or HCV within the three FDA categories. 

Data were also presented supporting reentry of 

those donors that test seronegative but NAT falsely 

reactive, that is, Group 2, and those donors who 

are NAT negative but test falsely reactive in 

screening tests for HIV or HCV, that is, Group 3. 

The Red Cross has submitted to FDA a NAT 

donor reentry algorithm and supporting data through 

our Investigational New Drug amendments submitted 

in January 2000 and in February 2001. We have not 

MILLER REPORTING COMPANY, INC. 
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ret initiated donor reentry for donors testing 

Ialsely reactive on 'CAT, pending a written response 

Irom FDA as requested in our IND amendments, or 

lending formal FDA g-zidance. 

We believe donor reentry algorithms, 

whether for NAT false positive donors or serology 

Ealse positive donors, should be simple so that 

naximum yield is achieved, while at the same time 

ensuring maximum saftty to the blood supp.1~. They 

should require a sin? le follow-up sample from the 

donor to ensure that they are in fact test negative 

prior to the collection of a subsequent unit. 

They should include an interval between 

the reactive index donation and the subsequent 

donation, including rhe test negative follow-up 

sample, of six months for HCV and 56 days for HIV. 

NAT and serology test negativity on the follow-up 

sample, followed by zest negativity on the 

subsequent donation, constitutes two test points 

beyond the reactive index donation to confirm that 

the donor is truly negative. This addresses 

Question 3. 

Not include a requirement for an HIV-2 NAT 

because of the low frequency of HIV-2 infected 

donors in the U.S., less than 1 per 29 million 

MILLER SPORTING COMPANY, INC. 
715 8th Street, S.E. 

Washti-jton, D.C. 20003-2802 
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lonations, 2nd the low priority test manufacturers 

lave given zo HIV-2 SAT detection. Importantly, 

Four HIV-2 infected 5onors detected by the Red 

Zross since June 1992 have been identified by 

current HIV antibody screening assays and the HIV 

Western Bloz. It should be noted that in the last 

version of zhe FDA proposed algorithms, this 

requirement has been deleted. I just wanted to 

nention it for emphasis. 

The algorithms should not consider reentry 

of donors with NAT reactive and antibody repeat 

reactive test results, even if unconfirmed. The 

yield for this category of donors is very small, 

approximately 105 donors annually for Red Cross, 

and the risks are higher for infection in donors 

who test reactive by two independent test methods. 

This addresses Question 1. 

Include reentry for donors who test 

serologicaily negati- Je but NAT falsely reactive, 

provided that these donors test negative for both 

NAT and serology on a follow-up sample and negative 

upon subsequent donanion. Include reentry for 

donors who test NAT negative but seroreactive 

unconfirmed for HIV or HCV, provided that these 

donors test negative for both NAT and serology on a 

MILLER -REPORTING COMPANY, INC. 
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follow-up sample, and negative again upon 

subsequent donation. That's the response to 

Question 2. 

Regarding Question 4, for the purposes of 

reentry, not continue follow-up of a donor with a 

NAT negative test result when that donor is 

persistently HIV or HCV repeatedly reactive. 

Published data on such donors indicate that these 
. -_ 

individuals maintain persistent antibody reactivity 

over long periods of time. 

The Red Cross believes these 

recommendations are prudent actions that should be 

taken to enhance the blood supply and the patients 

we serve, while at the same time allowing for 

reentry of donors who have tested falsely reactive 

by either NAT or serology. Thank you. 

DR. NELSON: Thank you very much. 

Questions? Sue, could you stay there a 

second? Ray? 

QUESTIONS FOR THE COMMITTEE AND VOTES 

DR. KOFF: What is your suggested interval 

between the >follow-up sample and subsequent 

donation? Does it matter? 

DR. STRAMER: No, I don't believe it 

matters, because the false positive, as every 
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single speaker has shown, is really an artifact of 

in assay contamination event. An independent 

sample. actually probably even taken at the same 

;i.me from plasma, probably would serve the same 

purpose, but the reason --the intermittent viremia 

qould be the only cause for concern, because two 

Samples, be it a follow-up sample and then the 

subsequent donation going over that six-month 
. -. 

period of time, reaily gives three then independent 

zest points to assess whether the donor is truly 

XCV reactive or not. 

DR. NELSON: Blaine, you had a comment? 

DR. HOLLINGER: Yes. On the other hand, 

Sue, I agree that for a false positive test it 

doesn't matter. He could come back the next day or 

a couple days later. But if you're looking for a 

resolution of something that may be occurring over 

time, in terms of the education then of that donor, 

then the time interval I think becomes--at least to 

me would seem to be more important, to try to 

establish an actual infection or something else 

going on. I mean, as a clinician it would be 

critical to have that piece of information. 

DR. STRAMER: But it's really an arbitrary 

time period when we take the follow-up sample, 

MILLER REPORTING COMPANY, INC. 
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because then if we wait the full six months for the 

subsequent donation, at least we would have had the 

index, a follow-up, and subsequent donation as 

three independent test measurements. 

DR. HOLLINGZR: Right. 

DR. NELSON: Others? Okay, thanks very 

much. 

I will tell everyone my goal. My goal is 
. 

that we could vote on these four questions within 

the next half hour, and hopefully we'll be able to 

do that, because the afternoon is fairly heavy and 

there are reams of people that want to make 

statements. 

so, Paul, could you- -maybe we could 

consider Question 1. I think we have to vote on 

these questions separately for the two agents, HIV 

and hepatitis C, but I think for Question 1 we 

could present them zogether and then vote 

separately, because I think they are perhaps more 

lumpable than the ether four questions. 

DR. MIED: You're saying to present 

Questions 1 and 5? 

DR. NELSON: No, no, no. I would say 1 

for HIV and 1 for HCV, present together. We could 

vote on that, and tken we could decide whether we 

MILLER REPORTING COMPANY, INC. 
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1 need to separate the other questions. 

5 Group 1 with NAT positive, anti-HIV-l/2 EIA 

6 repeatedly reactive, HIV-l Western Blot or IFA 

7 indeterminate or negative results? Again, this is 

a 

9 

10 DR. FITZPATRICK: Could you do me a favor, 

11 because there's been a lot of discussion about 

12 

13 

14 definition of NAT positive in this question is? 

15 DR. MIED: A NAT positive in this case 

16 would be a positive result that was obtained on the 

17 master pool and then was found to be positive, an 

ia 

19 

20 

21 if there was a pool that could not be resolved 

22 either in the subpooi or particularly the 

23 individual sample, it was regarded as a 

contamination event. 24 

25 DR. MIED: Correct. 

DR. MIED: Yes, we'll do that. 

Question 1 I which pertains to HIV ree ntry : 

IS it useful to consider reentry for donors in 

the numerically small Group 1 set of donors. 
. . . 

DR. NELSON: Okay, discussion? Yes? 

multiplex and positive pool and resolution of 

indeterminates. Could you define what FDA's 

individual donation was found to be NAT positive. 

DR. NELSON: For the committee, or those 

who weren't here, we voted on this last time, that 

MILLER RXPORTING COMPANY, INC. 
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I DR. NELSON: But this one that's not a 

contamination event by that definition. 

DR. MIED: Right. We do have a NAT 

positive result on an individual donation here. If 

a supplemental NAT test was done, if it was done, 

it needs to be negaci ve to consider the donor for 

reentry. And we're not differentiating here, when 

we talk about a NAT positive individual donation, 
. -_ 

we're not differentLating between a discriminated 

NAT result and a noc- discriminated NAT result, so 

we just have a NAT positive result on the 

individual donation. 

DR. NELSON: Okay. Are there any other 

comments? Are we ready to vote on this one? Yes, 

Toby? 

DR. SIMON: Did you want to vote on this 

one and the HCV one together, then? That's what 

you said earlier. 

DR. NELSON: Well, why don't--yes, 

together, but let's do them separately and 

separately. Together but separately, if you know 

what I mean. 

II 
DR. SIMON: Yes. There seems to be 

little --there seems to be consensus that there's 

little reason to vote yes on this, from what I 

II MILLER RSPORTING COMPANY, INC. 
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DR. NELSON: Right. Okay. So a ilyeslf 

vote would mean it's useful, and a ffnom vote would 

mean it's not useful. So how many would vote yes 

on this question? 

[A show of hands.] 

DR. NELSON: How many would vote no? 

[A show of hands.] 
. .-_ 

DR. NELSON: How many would vote' 

indeterminate or undecided? 

[Laughter.] 

DR. NELSON: The consumer representative? 

MS. KNOWLES: No. 

DR. NELSON: The industry representative? 

DR. SIMON: No. 

DR. NELSON: Okay. 

DR. SMALLWOOD: Results of voting on 

Question 1: There are 15 eligible to vote on this 

question. There was one Iryes" vote, 14 rlnoll votes, 

no abstentions. The consumer representative agreed 

with the lVnoll vote, and so did the industry 

representative. 

DR. MIED: Question 5. Question 5 is a 

similar question for HCV: Is it useful to consider 

reentry for donors in Group 1 with NAT positive, 

MILLER REPORTING COMPANY, INC. 
735 8th Street, S.E. 

Washington, D.C. 20003-2802 
f7n7\ EAT-CCCC 



elw 

10 

11 

12 

13 

14 

15 

16 

17 

ia 

19 

20 

21 

22 

23 

24 

25 

167 

anti-HCV EIA repeatedly reactive, RIBA 

indeterminate or negative results? And here again, 

lere is the numerically small Group 1 subset of 

donors that this question pertains to. 

DR. NELSON: Okay. Are there any comments 

or discussion about this? Blaine? 

DR. HOLLINGER: I sort of, just as an 

issue, you know, I think what has been mentioned 
I ._ 

here for many of the speakers has been the 

complexity of these issues. It seems just 

relatively simple to me, and maybe I'm wrong here 

out I'll throw it out for just discussion among the 

3roup, if there is some discussion, is that if 

you've got anything that's positive, things like 

this, the patient, zhe person comes back, the donor 

comes back, say three months for HIV, six months 

for HCV, at least, at least that time period, and 

it's repeated. 

If they are NAT negative and antibody 

negative, then they could be reentered. Anything 

other than that, they don't. I mean, that to me is 

how I view most of these questions here, is 

anything outside of that makes it difficult for 

them to be brought back into the system. But if 

they're negative for those two, then to me that 
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zonceivable, and haooens in the 12 million donors -- 

>r whatever, that there could be a sample mix-up 

ind, you know, Joe Jones is not really Joe Jones' 

sample, and it could be positive on both NAT and 

ZLISA. 

The other thing that I think is a little 
. -. 

nore complicated here is that with the antibody 

zesting for hepatitis C, we've seen data that 

Looks, the second g eneration and certainly the 

Eirst, but no blood banks are testing with the 

Eirst but there are many testing with the second 

generation. The third generation narrows the 

dindow period, but some data that we did in the FAC 

study also suggests Fiat the third generation may 

be more specific, ard that there may be false 

positives on the second generation that aren't 

positive on the third generation. 

so 1 wonder if we should specify not only 

just 'Ia licensed assay," but should we specify a 

third generation EIA or test of equivalent 

sensitivity? Does she FDA have any response to 

that suggeszion? 

DR. MIED: I mean, we'll certainly 
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:onsider that. The data is certainly striking on 

:he usefulness of the EIA 3.0 relative to the EIA 

!.O when reentering donors. 

DR. NELSON: Right, but yet I guess there 

ire blood banks that are still using the--it says a 

!icensed test, so an 3IA 2.0 result would be 

zonsidered equivalent in terms of the FDA 

regulations. Is thaz right, Toby? 
I -. 

DR. SIMON: Right. Yes, a 2.0, for those 

uho are using the Abbott system at this point, they 

qouldn't have a choice. That's what they would be 

Ising. So a large par t of the country would be 

Ising it until, as was commented, the new PRISM is 

Licensed. 

I was just going to comment further that 

in terms of your que-- s-ion about the sample mix-up, 

ordinarily the RIBA -+,-ould be sent from the same 

sample, so if there was sample mix-up, you would 

expect the RIBA to be positive, in other words, if 

IOU had a true positive that you mixed up. 

DR. NELSON: Yes, a good point. 

DR. SIMON: So I think there's a lot to be 

said for Dr. Hollinger' s approach, to ask the FDA, 

as some bf the speakers have suggested, to look at 

simplifying some of these algorithms. But I think 
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given the status of where we are now and the 

questions we have here, I think with this question 

we are faced, as we were before, with very little 

reason to believe--it's going to be a very rare 

situation and I think probably not useful to have 

this algorithm available. 

DR. NELSON: Yes. I think this is a place 

where the blood banking issues, in terms of adding 
I _. 

new donors, etcetera, and the individual -donor's 

interests are perhaps somewhat different. Any 

donor who tests positive for both NAT and ELISA for 

either HCV or HIV, he must be followed and he must 

be retested. But the issue is, does the blood bank 

have to do that, and if so, at what interval? And 

I don't know how the FDA deals with this, but the 

issues now are discussing what is a blood bank 

algorithm, essentially. 

Yes? 

MR. TABOR: Yes. I don't know whether 

you're going to follow up on your last comment 

about the EIA 3.0, but I'd like to caution you 

about using the term "third generation" if you do 

follow up on that, and just refer you to the 

discussion this committee had when that test was 

discussed a couple of years ago. 
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DR. NELSON: Yes, Paul? 

DR. SCHMIDT: I would like to confirm that 

there is no hidden agenda. Is all of this optional 

for the blood center to do? Is this continued, 

that this is the way zhe FDA would accept but would 

not require people to go through all of this? 

DR. MIED: 'It would not be required, 

that's true. It would remain optional. 
_. 

DR. NELSON: It would be regarded as 

acceptable, and not to be followed up by a court 

summons, no. 

All right. Are we ready to vote on this? 

so, again, a clyese vote means that a person could 

be considered to be reentered; a 'Inof vote means 

no. Those voting yes? 

No? 

[A show of hands.] 

DR. NELSON: Okay. "NO" votes? 

[A show of 4ands.l 

DR. NELSON: Uncertain? Indeterminate? 

Consumer rep? 

MS. KNOWLES: No. 

DR. NELSON: Industry? 

DR. SIMON: No. 

DR. SMALLWOOD: Results of voting on this 
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question is, there is one rlyes" vote, 14 Ifno" 

votes, no abstentions, Both the consumer and 

industry representanive agreed with the tlnotl votes. 

considered for donors who are NAT negative, anti- 

HIV-l/2 EIA repeat reactive, and Western Blot 

indeterminate-- 
, .e. 

DR. MIED: With viral bands. 

DR. NELSON: --with viral bands present? 

DR. NELSON: Yes. These are donors in 

Group 3. There's a subset of donors in Group 3 who 

are indeterminate wizb. viral bands. 

DR. NELSON: I have one question about 

this. We have a study at Hopkins, and there are 

about seven or eight zlenters in the United States 

that are trying to L5entify people early after 

infection, to try to see if they can be treated and 

the immune response 2s preserve so that they become 

long-term nonprogressors, and we would welcome any 

blood bank who finds such a person that is NAT 

positive prior to--T guess it doesn't--we would 

look at NAT positive, but this is NAT negative, so 

perhaps it doesn't. 

But I wonder if the blood bank would ask 
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whether or not this Ferson might have gone to see a 

physician or somebody after receiving this notice 

from the blood bank, and be put on antiretroviral 

therapy, in which case a person might be antibody 

positive and NAT negasive. And I assume that the 

blood bank would take this history, but this is 

something of a compl' -zation in present day. With 

HART therapy a donor zould be NAT negative and EIA 
. .-_ 

positive. 

Toby, is than--I mean, I assume that this 

is an individual--you know, that there would be a 

detailed interview and what have you. 

DR. SIMON: Yes. I mean, the interview 

should certainly pick up that the individual is 

under medical care and is taking this type of 

medication, so we woui d not anticipate this type of 

donor showing up. 

I think this case, this instance really 

goes back to what the committee considered before 

several years ago and voted, as I believe I'm 

correct, in favor of allowing reentry for Western 

Blot indeterminates. 

DR. NELSON: Right. 

DR. SIMON: And it simply says now with 

NAT we have even rr,ore support for that position, 
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oecause they are NAT negative. So this would seem 

to be to be the obvious case where we will have a 

pick-up, and that's your 14,000, correct, in this 

group? So we're talking now about a not 

unsubstantial number of donors in the United States 

who could help with the current blood shortage, as 

well as a group of people who are going to be 

saddled with some indeterminate result who don't 
. _. 

need to be, because we have the NAT result. 

DR. NELSON: Right. 

DR. SIMON: So I would think it would be 

strongly favorable to move ahead to reenter these 

individuals. 

DR. NELSON: And this presumes a repeat 

test after an interval, which was proposed to be 56 

days. 

DR. SIMON: Yes, you would have to go 

through-- 

DR. NELSON: And the issue is, is there a 

test and then six months later a donation at the 

time of reentry, where there is another test? 

That's one possible scenario. 

Yes, John? 

DR. BOYLE: Particularly in light of the 

comments by some of the consumer groups, blood 
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isers, I think it's important before we vote on 

:his to sort of quickly review some elements in the 

lidding here. 

HCV and HIV we know can be transmitted by 

,lood and blood producrs. The data presented here 

vas very compelling that the risk of false 

negatives on NAT is quite low, but it also said 

:hat it is not zero, particularly in terms of 
. _. 

plasma products where pooling dramatically 

increases the consequences of an infected unit 

getting into the blood. On the other hand, 

inactivation reduces rhe risk. On the other hand, 

SMP failures that we' re told about increases it 

again. So if you wan: to follow the math, if you 

take apples and multiply them by oranges and divide 

by bananas, you've go= a sense of the risk. 

And against all of this, what we were told 

is that we're not going to retrieve 14,000 donors. 

What we're hearing is, relatively few of those 

people who would be allowed reentry are probably 

going to donate. The primary value, we have heard, 

is the reassurance of the donors who have positive 

results that, with follow-up, that it is either 

clinically not serious or we've got an error. 

To put it in perspective, at the same time 
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1 we're talking about z~Is, we also have a European 

2 deferral, and'we don'= know about the transmission, 

3 there is no zest for In, there is a major loss of 

4 donation, and I'm curi ous what people are told who 

5 have spent a year in France in school. Are they 

6 told that, you know, rhey are at unknown and 

7 permanent risk for Jakob-Creutzfeldt disease? 

a so, I mean, zust to put it in perspective, 
. . . 

9 if you haven't guesscLl, I'm going to vote. no, and 

10 I'll pass. 

11 DR. NELSON: 3kay. Other comments? Pat? 

12 DR. CHARACHE: Most of this group with the 

13 indeterminate Westerr slot are going to have the 

14 same pattern. Maybe Lt's p24 only or something of 

15 this kind. And I won5 er if there should be 

16 consideration to this fact. And this reentry 

17 group, certainly if zLey are indeterminate, doesn't 

ia change over time, and that point was made in 

19 discussion. It's very strong evidence that it's a 

20 cross-reaction. 

21 DR. NELSON: Right. These are not only 

22 indeterminate Western 310t but they are EIA repeat 

23 reactives. 

24 DR. CHARACHE: Right. 

25 DR. NELSON: You know, when we went to 
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oing Western Blots on everybody, we found that a 

ot of people have Western Blot-- 

DR. HOLLINGER: And along those same 

ines, John, I think that the fact, that they are 

IA repeat reactive keeps their blood from being 

dministered. 

DR. SIMON: Yes. I think that's a point. 

'hey would have to qualify on the follow-up sample, 
. .-_ 

.nd any positive would not be used. 

I'd just like to make a comment about the 

llasma industry, since I've gotten some attention. 

: think Dr. Busch's answer was essentially correct, 

;hat it's unlikely that much of the plasma industry 

vould use the reentry r>rotocol, but this is a 

company-by-company decision. If the FDA were to 

approve this, there would be such an option, and I 

zhink the industry stand basically is positive 

about having appropriate reentry protocols go 

forward and then being able to make its own 

decisions. 

There are some specialized donors who have 

particular use, who have been reentered by the 

plasma industry in the past because of special 

needs for those individuals. But I think it 

becomes--this all is a very complex ethical, blood 

MILLER RZF'ORTING COMPANY, INC. 
735 8ti Street, S.E. 

Washicscm, D.C. 20003-2802 
13n3i c;AC-KCG'C; 



elw 

1 

2 

3 

4 

5 

6 

7 

a 

9 

10 

11 

12 

13 

14 

15 

16 

17 

la 

19 

20 

21 

22 

23 

24 

25 

178 

JFFlY, medical kind of question, but for those of 

s who have dealt with donors over time it has 

ecome a serious problem in terms of what we tell 

onors and the way we leave them, and the way the 

lood center or the plasma donor center appears to 

he community, as somebody who doesn't know what's 

oing on, who can't seem to follow through with the 

esting and the information they have. 

So I think this would be a step forward. 

agree it's not going to be a huge step forward. 

think, however, as we've heard the Red Cross, 

rhen it might now start to do this, we might begin 

:o see, at least on the whole blood and 

llateletpheresis side, a fair number of donors 

reentered. 

And just a small point that never gets-- 

zhat I don't think gets brought up in these 

liscussions. There are donors and then there are 

ionors. There's the donor who is the base 

commander or the minister of the church, who when 

lost may impact on that donor group. There's the 0 

neg, CMV neg, who comes in every eight weeks for 

infants. There's the plateletpheresis donor who is 

CMV negative. So there are particular critical 

donors that, if they could be reentered, would be 
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ry helpful to the lz=Lzod program. 

DR. NELSON: Iqike? 

DR. BUSCH: Z-zst two comments. With 

tspect to the reentq- potential, and not speaking 

) the British and European deferral, which I think 

2 all are very uncomfortable with, part of the 

ssue will be, as we ‘cegin to notify these donors 

ore reassuringly than there is a reentry option, 
. _- 

hat they were negative by NAT initially,. I think 

any more will be interested in reentry. 

Because the Ei storical data you're hearing 

re donors who were d,, aferred with a mixed message, 

hat there's no reentry program. Then we come to 

hem years later and say, "DO you want to be 

centered?" And by tken they're so ticked off. So 

think we're 'changing the message, now that we 

lave NAT to give thesr donors, and I'm optimistic 

.he reentry will be greater. 

In terms of these indeterminate bands, 

:here has been extensive follow-up studies on 

loners with viral ban5.s that has shown that they 

%re almost universally not infected. There has 

leen large studies thaz have looked at other virus 

zross-reactivity, at amplified reverse 

transcriptase, and t,= L-se donors are not infected 
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ith any other viruses. They are just nonspecific 

oise, and even though many will have persistent 

ands on Western Bloz, many will revert on the 

IAs, particularly as we have moved to generations 

f improved BIAS, and would be reenterable because 

e are not requiring a repeat Western Blot. 

And probably zhe most convincing data is 

he study Harvey Alter did many years ago, where 
. _. 

hey went back and dL5 Western Blots on units that 

.ad been transfused, and as Ken said, 20 percent of 

hese donors had viral bands. None of the 

*ecipients developed any viral bands, so these are 

ion-transmissible ph esomena that have nothing to do 

rith any virus. 

DR. NELSON: Yy only concern, that has 

)een addressed a lit=:-, bit, is the genetic 

rariation in recombira rion of HIV viruses around 

:he world. I just caze back from Russia, and they 

lave got every conceivable virus, even those that 

laven't yet been described, in some populations 

zhere. And as the viruses recombine, I can see a 

possibility that you =ight get a negative NAT 

assay, but in a whole virus ELISA you might get 

positive. Now, hopef-z lly the RIBA would also not 

be indeterminate but positive. 
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But it's a lingering concern. I think 

-ike anything, though, we have to monitor it. It 

asn't happened yet. There is no data indicating 

hat it's a current concern, but theoretically, 

es. 

DR. McCURDY: I'm a little bit concerned 

bout--I'm not concerzed about the Western Blot but 

am concerned about the repeat reactive EIA, and 
. f. 

f the donor comes back in eight weeks or six 

onths or something like that and tests negative, 

'ou now have one vote positive and one vote 

.egative, and I think I might be a little bit more 

comfortable if there were a third test before you 

yeentered him. 

DR. NELSON: That's an option, because we 

;alked about 56 days and six months before reentry, 

lnd that's Question :;o. 3. We haven't gotten there 

(et. 

DR. McCURDY: The other thing is that 

there is, I think, a considerable distinction 

oetween the use of a laboratory test to screen 

donors and prevent transmission of disease, and the 

use of a laboratory zest in clinical medicine, and 

one's response to whether it is positive or 

negative and your determination as to whether the 
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ndividual is infected or not is a great deal 

ifferent if you're worried about an individual 

cnation that's going to go to patients. And I 

kink there's ample evidence that we are not happy 

ich 1 in 500,000 transmissions or even 1 in a 

illion transmissions. So I think you have to 

istinguish between how you deal with donors. 

linical medicine has been for years replete with 
. . . 

.ncertainty. 

DR. NELSON: Mary? 

DR. CHAMBERLAND: A couple of things. One 

.S, just to follow up some of John's comments and 

zcncerns, I just-- 1 guess I wanted to make sure I 

understand how this vote for the Question No. 2 

Jerks and the implication of a vote. 

We are being asked, for Group 3, should 

:hey be considered for reentry. And as I follow 

?aul down the algorithm here, if we vote yes, that 

zhey should be considered for reentry, then there's 

3 couple of possibilities. Well, there's four 

?cssibilities. But I think the expectation is that 

nany of these people are going to remain NAT 

negative, and as Mike said, you know, if they 

revert, their EIA reverts to negative, then in fact 

they will be able to be reentered. 
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So reentry is for sure only going to 

ccur-- we have to voze- -there is a separate 

uestion, Question 4, for people who remain EIA 

epeat reactive, but two things: One is, if we 

ote for Group 3 to be considered for reentry, 

hey're going to be rested at, even though some 
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eople are unhappy about this, the proposal on the 

lgorithm is that there is an interval of eight 

Veeks, a follow-up sample, and then in point of 

act if they are NAT negative and EIA 1.0 and 2.0 

legative, then they can be reentered, and in point 

bf fact they would be tested a third time at the 

:ime of'donation, and that would address the 

Liebreaker situation that Paul McCurdy raised. 

I want to make sure, do I have that 

zorrect, and does thait make you--would that impact 

)n some of your earlier comments, John? 

DR. BOYLE: What you've described is 

different than what's put up there. What appears 

zhere with the slashes would suggest an Ilor". If 

in point of fact we're talking about "ands" it 

obviously would increase my comfort level. It's 

xot clear from the box or from the other that we're 

talking about you neeci both or you need either. 

DR. CHAMBERSXND: Well, I think what you 
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ave to do--what I'm finding hopefully helpful is 

nat where Question 2 applies to on the algorithm 

s early up, so it's not down here. It's like 

hould you allow these people to proceed to a 

ollow-up test, and then if that's negative and 

hey're eligible for reentry, they show up again 

or donation. 

DR. MIED: That's correct. Yes, what 
. . 

e're talking about ‘r=ere is a subset of this 

ndeterminate group-- 

DR. CHAMBERLAND: Right. 

DR. MIED: --just with the viral bands 

resent. We're not considering the indeterminate 

'roup as a whole, just viral bands present. 

DR. CHAMBERLAND: But it's not saying that 

.hese people automa zically are eligible to be 

.eentered if they rtmain-- if they continue to have 

Ln indeterminate Western Blot pattern. That's 

Juestion 4. 

DR. FITZPATRICK: Or if they continue to 

38 repeat reactive Z:fA. This is just, should they 

be evaluated for reentry, right? 

DR. NELSON: Yes. On the follow-up 

sample, both the EIA and the NAT must be negative. 

DR. CHAMBERLAND: Exactly. 
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DR. NELSON: But if the EIA is negative, 

hey are not tested for a Western Blot. 

DR. CHAMBERLAND: Exactly. Agree, agree. 

DR. NELSON: But then they have to--but 

hat's a sort of a resolution or screening assay, 

nd then when they come in and if they elect or if 

hey decide to reenter, they--then that unit is 

ested again for-- 
. +_ 

DR. CHAMBERLAND: Right. My concern was, 

nd maybe I misunderstood John's comments and some 

If the consumer comments. I thought what I heard 

ras an indication that you thought people would be 

eligible for reentry if they persisted in being-- 

DR. NELSON: EIA positive? 

DR. CHAMBERLAND: --either EIA repeat * 

:eactive or have the Western-- 

DR. NELSON: No, if they're EIA positive-- 

TOU know, probably most of these are contamination 

)r mix-up of the original sample. That's what we 

zhink, and the data tend to show that, 

DR. BOYLE: Excuse me. What I was hearing 

nlas that upon retesting, a single NAT negative 

,vould reenter you, and we heard evidence-- 

DR. NELSON: NAT plus EIA negative. It 

has to be NAT plus EIA negative. 
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MS. KNOWLES: Ken, can I make a comment, 

lease? 

DR. NELSON: Sure. 

MS. KNOWLES: I think there are several of 

s here on this committee who have been here for a 

ouple of years, and we know from past experiences 

hat one --there has been another example with 

nother algorithm where we requested clarification 
. f. 

If it a few times and asked that it be reworked, 

.nd perhaps maybe that is something to consider. 

lertainly some of the other comments from some of 

:he speakers, like Bianco mentioned that, maybe 

:hat's something we need to think about for the 

rest of this piece. 

DR. NELSON: How would you revise this 

algorithm? 

DR. BIANCO: I think that the way I would 

revise that, I would love to see the resolution of 

:he questions that we have here today, I think that 

20th FDA and us, because then we know the 

direction. I think that is an evolving process, 

and I hope that we will consider simpler systems. 

Even Blaine wants a simpler system. 

[Laughter. 1 

DR. NELSON: Well, we're going to vote on 
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t, so depending on -,-50 wins the vote, you'll have 

t. Yes? 

MR. RICE: I zust wanted to support John's 

omments earlier. Vihs_il e I see a great need for us 

o resolve the issue, particularly for the donor in 

hese cases, where i= most cases if not all cases 

hey're turning out =o be healthy individuals, the 

hing that's of great concern to me as a user of 
. 1. 

.he blood products is no so much 

-it's mitigated due to the inactivation processes, 

jut what really just constantly seems to raise its 

lead as a concern is zhe failure of GMP and SOPS 

Jith regards to the processing of the pooled 

>roducts. And I th irk that comments made earlier 

from the audience, -,lzat's really my--you know, I'm 

Yondering, can I trcL:T rely on deficiencies to be 

corrected in a time:>- manner? 

DR. NELSON: Harion? Oh, Jay, can you-- 

Yarion, do you want 23 address this issue or-- 

DR. KOERPER: No, let Jay go first. 

DR. EPSTEIPU': I want to come back to the 

issue of, is this re Sly complex or not, because I 

think that there is 13 apparent complexity because 

we've been consider ing all the ways that a donor 

might test initiall>- and stratifying them and 
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ebating whether they should be eligible for 

eentry consideration, 

But the reentry criterion is simple. All 

,e're saying is, YOU come back and you have to have 

.egative EIA, negative NAT, I mean, it doesn't get 

,impler than that. The logistic issues are whether 

.t should be possible to do that on an independent 

rample from the original collection, or you need to 
. _. 

Lave a follow-up sample after waiting a period of 

Lime, or whether you can waive that entirely and 

simply redonate, because if you redonate, of course 

70~~11 be screened with EIA and NAT. 

Now, what the FDA is basically saying is, 

ve'd rather have a system in which you have an off- 

Line test before you donate another unit. And why 

lo we say that? We say that because a large 

proportion of attempts at reentry will not succeed, 

and if you allow that to be a collection, you've 

collected an unsuitable unit, so we'd rather that 

that unit wasn"t collected in the first place. 

And then the second issue comes back to 

Paul McCurdy's point, which is that if you were to 

simply requalify based on a second set of tests 

which are negative, there is no tiebreaker. I 

mean, which of the two results should you believe? 
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And so we've really introduced into this 

lgorithm two principles. One is that it always 

nvolves the tiebreaker, in other words, you have 

wo negative tests following the reactive test. 

,nd the second is, you have waited long enough to 

Lave confidence in the test result, because that 

lets you past all the periods of time where results 

light be changing because of intermittent viremias, 

)ecause of the seroconversion process. 

So I would contend that this is in fact a 

simple algorithm. Now, I'm not saying the 

-0gistics are easy, but the criterion is simple, 

ind it's simpler than many of the things that were 

lone in the past because we're attempting to 

eliminate stratification based on the blot pattern 

delve eliminated retesting with the blot, which 

added a lot of complexity, right, and also a bias 

oecause we know there's a high indeterminacy rate 

of the blot on uninfected people; and we've 

attempted to us what we felt were the minimum time 

intervals for retesting that could be used 

regardless of the test chosen. 

; 

EIA 3.0 issue. Yes, if you used EIA 3.0, maybe you 

MILLER RSPORTING COMPANY, INC. 
735 8th Street, S.E. 

Washing-ton, D.C. 20003-2802 
f7n7\ SAC-CkkC 



elw 

1 

2 

3 

4 

5 

6 

7 

a 

9 

15 

16 

17 

ia 

19 

20 

21 

22 

23 

24 

25 

'e're not mandating SIA 3.0, so we want an 

.lgorithm that will work either way. 

So I would contend that this is in fact a 

limple algorithm, and that the appearance of 

:omplexity really is due to the fact that we've 

.ried to stratify all the cases to figure out who 

light be eligible, but the algorithm itself is 

simple. It's a NAT zest and it's an EIA. 

Now, there is one other level of 

zomplexity, which is what happens if you switch 

Lests? Because there' s this notion that if you 

switch tests, because tests, while they may be 

equivalently sensitive and specific, are not 

identical, we want to be very, very sure that you 

laven't overlooked the sensitivity where one test 

nay differ from another. And that's where all the 

Eootnotes come in saying that if you switch say 

EIAs, you want to be sure that the one you're 

coming back with is r-o less sensitive for HIV 1 

Zroup 0 or for HIV 2. Or if you switch NAT tests, 

it should be no less sensitive for M variants or 

Group 0. 

So that is an added level of complexity, 

but operationally for the most part it's the same 

sez of tests that are going to be used. So once 
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gain there is the appearance of complexity, but 

hat doesn't happen very often. 

so, you know. I'm not going to pretend 

.hat the system as a whole is as simple as it might 

beI because as I saic, the simplest thing of all 

rould be, you simply allow the donor to redonate 

rithout prejudice, they simply get rejected each 

Lime. But we just dcn't think that that's the most 
. . . 

zautious way to proceed. Nothing would be simpler 

:han that, whereas if you got rejected once or 

deferred once, you know, if you were retested 

without prejudice, it would just mean that there 

qas no meaningful deferral. 

So if deferral is going to be meaningful, 

if the idea is that once deferred, you need to be 

extra special sure that there really is no 

infection in the donor, then you have to do 

something intermediase, and the question is what. 

And I contend that what's being proposed here as 

intermediate testing is in fact simple. 

DR. NELSON: Okay. Thanks, Jay. 

Marion, did you want to say something? 

DR. KOERPER: Apparently this is a very 

simple thing, but I';-, wondering if it might help to 

clear up some ambiguity. If you could--well, here 
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Ior instance, where :-ou have NAT negative, slash, 

if you could put the -dord rrand't HIV-l/2 EIA repeat 

reactive, and then a slash, put the word Irand" HIV 

Jestern Blot indeterzinace, because I think that's 

1 source of some of zhe confusion, that some people 

sre interpreting the slash as IrorU rather than 

'and". 

And then also on the second part, after 
. . . 

zhe second, could you go back to that diigram? No, 

zhe one that has the after eight weeks what you do. 

DR. MIED: Yes s I don't have that slide 

in this set of slides. 

DR. KOERPER: Okay. Well, then, after 

zight weeks when you retest, there is a chart 

across the bottom, _ a3d it says-- the one that we're 

concerned about is tl=e one that says "NAT negative, 

anti-HIV-l/2 negative". If we could put an trandl-- 

DR. MIED: Yes, I do have that. 

DR. KOERPER: Yes, again, where you have 

the NAT negative, slash, EIA negative, if you could 

put an "and" there. 

DR. MIED: Yes. 

DR. KOERPER: So it's clear that the 

slashes mean rcandll, zot nor81. 

DR. MIED: xot nor11. Yes, it means I1 and" S 
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DR. NELSON: Could we vote on this? Yes, 

[ary? 

DR. CHAMBERLAND: Paul, I have a question 

lbout Footnote No. 2. This is like a very 

lifferent question. Footnote No. 2 under Group 3 

:here says, "If a different licensed HIV-2 EIA is 

negative, or if repeat reactive, an optional HIV-2 

supplemental test is indeterminate or negative." 

lees it --is it a concern? There are currently no 

licensed HIV-2 supplemental tests. Is that 

zorrect? 

DR. MIED: That's correct. That's 

correct. 

DR. CHAMBERLAND: So how would this 

nappen? 

DR. MIED: What we're talking about here 

is qualification of the donor to be in Group 1 or 

Group 3. If you have an indeterminate or a 

negative supplemental test for HIV-l, you haven't 

ruled out HIV-2 infection. 

DR. CHAMBERLAND: Right. 

DR. MIED: So you need to at least run an 

EIA for HIV-2. 

DR. CHAMBERLAND: Right. 

DR. MIED: And what we're saying here is, 
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yes” vote means than reentry should be considered, 

3 II no II vote means reentry should not be considered. 

211 of those voting yes on this question? 

20 

21 

22 

23 
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II 
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1 
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24 

25 

fc 3r a donor to be in Group 1 or Group 3, that HIV-2 

E: IA needs to be negative, or if it's repeatedly 

eactive and you choose to do a supplemental, that rf 

i, t not be positive. 

DR. CHAMBERLAND 

DR. MIED: Then 

: Right. 

the donor can be in-- 

a 

n 

DR. CHAMBERLAND: So people will have 

ccess to supplemental tests for HIV-2, if they're 
. -. 

ot licensed? 

DR. MIED: Yes, I believe people do have 

a ccess to HIV-2 supplemental. 

DR. CHAMBERLAND: And that could then 

b lecome a test of record, if you will? 

DR. NELSON: Okay. I'm trying to get 

.here before dinner. Could we vote on this? So a 

[A show of hands.1 

DR. NELSON: All those voting no? 

[A show of hands.1 

DR. NELSON: All those abstaining? 

[A show of hands.] 

DR. NELSON: Consumer representative? 

MS. KNOWLES: I'll vote yes, with the 

194 
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19 DR. NELSON: Right. 

20 DR. MIED: Should reentry be considered 

21 for donors who are Cart of Group 3, with NAT 

22 negative and anti-HC',' EIA repeatedly reactive and 

23 RIBA indeterminate results? Now, we have--again, 

24 these are a subset cf the Group 3 donors, and we've 

25 seen data on the prevalence of infection in these 
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qualification that tSe language be changed as 

Marion suggested. 

DR. NELSON: Okay, but the understanding 

is that that's what It means. 

MS. KNOWLES: Yes. 

DR. SIMON: Yes. 

DR. SMALLWOCD: Let me just reiterate-that 

there are 15 members that are eligible to vote on 
. _. 

this particular queszlon. So the results' of 

voting, Question No. 2 on HIV test results, there 

one are 14 Ilyes" votes, there were no Ilno" votes, 

abstention. Both tht consumer and industry 

representatives agreed with the I,yes" vote. 

DR. NELSON: Okay. Let's move then to the 

same issue with hepatitis C. Are there any 

comments? Can we vcze? 

DR. MIED: That would be Question 6, Dr. 

Nelson? 
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DR. NELSON: And there is no--can there be 

no understanding as to what ELISA repeat reactive, 

which generation or wbich- -you said multi-antigen, 

but that would be either 2.0 or 3.0. 

DR. MIED: Than's correct, multi-antigen. 

DR. CHARACHE: Haybe we should also--I 

would appreciate a clarification of what's meant by 
. . 

an indeterminate Western Blot. That's not just 

envelope, right? Is it-- 

DR. NELSON: We're talking here about 

hepatitis C. 

DR. CHARACHE: This is hepatitis C, yes. 

I'm sorry. I was askLng another question. 

DR. NELSON: And, you know, it's according 

to the manufacturer's instructions as to what is 

indeterminate, and I zhink they agree. All right? 

All voting rc-jes" on this question? 

[A show of hands.] 

DR. NELSON: All voting Ilnol*? 

[A show of hands.] 

DR. NELSON: All abstaining? 

[A show of hands.1 

DR. NELSON: Consumer? 

MS. KNOWLES: Yes. 
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DR. SIMON: Yes. 

DR. SMALLWOOD: Results of voting for 

uestion No. 6 dealing with HCV test results: 13 

es votes, 1 no vote, I abstention. Both the 

onsumer and industry representative agreed with 

he yes votes. 

DR. NELSON: Okay. Now, Question No. 3 is 

ith regard to the interval, and this is for HIV, 
. .-_ 

nd the FDA has proposed, instead of an o.pen-ended 

uestion where someone may want to have 57 rather 

han 56 days, let's just deal with what the FDA has 

lroposed, which is an interval for HIV of 56 days 

between the original positive result or original 

deferred and another sample that is NAT negative 

Ind ELISA negative, or to look at the question 

again. 

Yes, David, you have a question? 

DR. STRONCEK: Yes. Are we going to vote 

)n whether or not blood centers can test on samples 

rersus a blood donation? Jay indicated that that 

night be a question that we could discuss. 

DR. NELSON: That's not one of the 

questions that we were-- of the eight that we were 

given. But I guess, why don't we vote on this 

Eirst, and then if you want, if the committee wants 
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o vote on the issue of using the bag 

ndependent sample, we can add that. 

Yes, do you have a question? 

DR. MITCHELL: (Inaudible.) 

DR. NELSON: 3kay. 

DR. SIMON: I think this is 

198 

or another 

the one where 

: was just trying to get a follow-up with Dr. 

iusch, where he made nhe distinction in the people 
. . . 

:hat are EIA repeat reactive, you may need a longer 

:ime than eight weeks. So do you want to deal with 

:hat, Paul? 

DR. MIED: I think I'll probably let Mike 

:omment on the eight weeks. 

DR. NELSON: And the other issue here is, 

2nd it's a question that wasn't--that isn't given, 

out what the FDA has proposed is 56 days for HIV, 

out they haven't said that the donor could be 

reentered at six months. Theoretically, they could 

be reentered at 57 days, but what they propose is 

an independent, another sample after an interval 

of-- and I don't know if you want to comment on 

that. Can we tie those two questions together, or 

just separate them, or what do you want to do? 

DR. MIED: That's quite correct, Dr. 

Nelson. As the proposal stands, we would propose 
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hat after eight weeks a sample be taken. If both 

he NAT and the EIA are negative, the donor would 

e eligible then to give a unit, which of course 

ould be-- 

DR. NELSON: But that interval is not 

pecified, the interval during which-- 

DR. SIMON: okay, so they really covered 

hen the point, beta-2 se for the EIA repeat reactive 
. _. 

hey allow continued follow-up. 

DR. BUSCH: As I understand this, after 

ight weeks, if the alternate--if the sample is 

.egative, the donor can come back the next day and 

,ive a unit of blood, is the way this is written. 

DR. NELSON: All right. 

DR. BUSCH: I guess, again, my distinction 

ras, I think FDA has done an interesting and good 

thing to try to grous dll these different deferred 

donors into one bin. But as Jay was saying, that 

somewhat complicates your thinking, 

And what I was trying to distinguish was, 

I think the data does support an eight-week 

deferral, you know, reinstatement process for 

donors that are EIA negative but have evidence of 

seroreactivity. Tha.=' s what is currently allowed 

for p24 antigen, and all the data would support 
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hat persons who are in that viremic pre- 

eroconversion phase, everyone will have 

eroconverted by the zime eight weeks passes, so 

hat's fine. 

But by groupF= g this all together to also 

nclude the seroreactive NAT negatives, a concern 

.here is that bringing zhose people back soon, you 

lay end up with persistent false reactivity that 
. _. 

Till preclude them frsm being reenterable.. It's 

lot a safety concern. 

DR. EPSTEIN: Could I comment? 

DR. NELSON: Yes, Jay? 

DR. EPSTEIN: I think what FDA is saying 

is, you have to wait a minimum of eight weeks. 

4e're not saying that you can't elect to wait 

Longer. In other words, if you think in your 

center it's prudent tz wait longer in the face of 

EIA reactivity with negative NAT, that's perfectly 

reasonable. Other cezzers, however, may choose to 

simply use a differenz EIA, In other words, let's 

say you now are instizzti ng a different generation 

or a different company's EIA. Well, maybe you 

don't have to wait, Xavbe they don't have common _ 

causes of false reactivity. 

DR. NELSON: :Xnd this one doesn't say two 
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