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the strains that are there.

MS. CANAS: Right, and that's one of the
things we would like to try and find out. We do track
whether they're active duty, but we cannot tell
whether they're retired or active duty. So it's hard
to tell when they were vaccinated.

DR. GOLDBERG: So you really don't know --

MS. CANAS: It's a work in progress.
That's scmething that we want to know as much as
anyone. It is a population where we should be able to
study that .

DR. GOLDBERG: That's the confusion in the
presentation because you would expect it to be low if
they truly were vaccinated.

MS. CANAS: This is very heavy. I try and
watch it each day on the children and the dependents
so we don't know any of their vaccination status.

DR. GOLDBERG: Are they required to be
vaccinated, the children?

MS. CANAS: No.

DR. GOLDBERG: So it's just the recruits
themselves. Okay, thanks.

DR. DAUM: I must add that those data
would be incredibly valuable.

MS. CANAS: Yes.
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DR. DAUM: Dr. Diaz.

DR. DIAZ: Actually, just in follow-up to
the same kinds of discussion, I was -- when you were
describing surveillance system I was wondering if the
surveillance system is integrated into the DMSS, the
Defense Medical Surveillance System because all that
data should be in those interrelationship data bases.

MS. CANAS: Right, making sure it's up to

date. There are efforts to match that and to try and

DR. DiAZ: So this doesn't automatically
dump into that system then?

MS. CANAS: No.

DR. DIAZ: What are your triggers for
doing, trying to do isolate recovery from cases? Is
it voluntary or is there a certain threshold from the
Sentinel Sites that you look for before you start
swabbing?

MS. CANAS: Basically, it's October 1st
when they're asked to start sending samples. And this
is part of the military culture, especially in the Air
Force. It's been part of what's been done for a long
time. When we first hit the problems with the vaccine
a couple years ago there was considerable interest on

what it was going to mean. There's a history in the
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military of what happens when influenza hits. So
probably more than in any other single population,
this is very important, so it is something that's
mandated, that it be followed and there's an interest
on every level. I get calls from people who say I'm
not a Sentinel Site, but I want to be part of this.
Okay. But these are the ones -- we try and get a
representative geographical population and it is for
the health of our people tco. So if they're going to
be deployed, we want to }now what's going on with
them, if it's flu or if i:'s something that can be
treated, if we can get amantadine in there or not.
This is of interest to the DOD.

DR. DAUM: Dr. Manley?

DR. MANLEY: Yes, would you clarify again
what you said about the vaccination status of the
recruits on the information that you get? And if they
afe vaccinated, is there a particular time in the
annual cycle at which the Air Force would be
vaccinating?

MS. CANAS: It's my understanding they're
vaccinated soon after they arrive at the recruit
centers. I believe that's all year round, but I'm not
sure in the summer about that. Someone might be able

to clarify that.
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DR. DINIEGA: This is Ben Diniega from
Health Affairs. We do have a policy for year round
vaccination of recruits on entry to the installation.

DR. DAUM: Now sir, do you wish to ask a
question of the speaker? Tell us who you are.

DR. FREAS: For the transcriber, sir, will
you come to this microphone here?

DR. DAUM: Could you begin by telling us
who you are and --

MR. BRADSHAW: Yes. My name is Dana
Bradshaw. I'm currently with DO’ Global Emerging
Infections Surveillance and Response System here
located at Walter Reed Army Institute of Research. I
was formerly Chief of Preventive Medicine in the -Air
Force, Surgeon General's Office, so was involved with
a lot of this stuff. I was just going to try and help
clarify some of the questions that were asked.

We do kind of a hybrid kind of
surveillance in terms of influenza surveillance and
respiratory disease surveillance. There's a program
at the Naval Health Research Center which she
mentioned which is population-based surveillance where
they have a denominator, clear denominator at all the
recruit centers. They have them with the Army, the

Navy and the Air Force and they collect respiratory

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

105

disease surveillance information on those recruit
populations, so they specifically look at recruit
populations. They have a web site. If you're
interested in this, the questions, for instance,
earlier about adenovirus 4 and 7, they have that
information on their website.

The Sentinel Sites that we wuse for
influenza surveillance, we pick the sites looking,
trying to look at portals of entry, places where
historically we've seen influenza start ani spread,
etcetera. And so those are the sites that you saw.
Most of these bases do have dependents with them. The
policy in the military and the Air Force 1is to
vaccinate all of our active duty, but we have -- we
follow ACIP recommendations on dependents. So as you
can 1imagine, we have variable uptake in our
populations just as the rest of the U.S. and the world
does in terms of uptake of influenza vaccination.
But the Air Force has a policy and we do do
immunization tracking. We've done this for our
population's active duty since 1998 and since 2000 for
all of our dependents. So we can get influenza
vaccination information and Linda was mentioning that
we are looking at doing some efficacy studies, trying

to look at wvaccines, diagnosis of influenza and
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correlate with some of our laboratory data, so
hopefully maybe that helps clarify.

DR. DAUM: It does. Thank you very kindly
for those comments.

Are there other questions for Ms. Canas?
Thank you very much for an insightful presentation.

We'll move on to Dr. Levandowski and he
will put before us a plethora of vaccine responses.

DR. LEVANDOWSKI: Well, I sometimes feel
plethoric.

Okay, my task is to give some informatioa
about the vaccine studies that have been done in
anticipation of this meeting. And I have to tell you
that looking at the tables, my eyes start to cross.
I'm sure yours do too. So what I'm going to try to do
here is to summarize all of that data into some form
that is more readily digestible. I don't know whether
I'l]l succeed, but I'm going to try.

What I'd like to say 1s background
information is the data that we're presenting and
actually you have tables from both the Center for
Biologics and from CDC in the handouts that you
received. I'm not going to follow those directly, but
the information I'm going to present comes from that.

There is an on-going international collaborative
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effort to look at immune responses or the antibody
responses for current vaccines and that's largely
possible because of the commitment that there is from
the World Health Organization and its influenza
centers and this overhead that's up here now shows the
different serum panels that were provided for doing
the testing that we're looking at today. These have
come from adults and elderly from Australia, Europe,
Japan and the United States. The vaccines that have
been used for immunizing the people in these studies
are shown and I really would just call your attention
to just a couple of items here. The Influenza B
strains that have been used, as has been mentioned,
there have been several different ones. Really, there
are three different strains that are currently in use
around the world and they're considered to be
equivalent and B/Sichuan/37/99-1like. The three
strains that have been used are B/Johannesburg/5/99
which are -- Australia and Japan and I'm not really
clear. They might also be using B/Guangdong/120/2000
in Australia now.

And the B/Guangdong/120/2000 strain has
been used predominantly in Europe and for the studies
that was the vaccine strain, but they have also been

using B/Johannesburg/5/99 as their vaccine strain.
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And the strain that's been used predominantly in the
United States is B/Victoria/504/2000, but we also have
B/Guangdong/120/2000 containing vaccines in the United
States. So these are the components that were in the
vaccines that were used in the clinical trials I'11 be
talking about, but just to make -- I'm trying to make
it clear that there's a mix of vaccines being used
around the world for, at least for Influenza B.

So the laboratories that are participating
here include WHO 1Influenza Center in Melbourne,
Australia, the National Institute for Biological
Standardization and Control in London, CDC in Atlanta.
More recently, the National Institute for Infectious
Diseases in Tokyo is involved in these studies and we
aé the Center for Biologics have been involved also.
And the five labs are sharing the sets of sera that
shown and this represents about 200 individuals who
have been immunized for the studies and I should say
that there still is testing that's going on. You have
been used to seeing, I think, in previous years
information from Europe and from Australia, but we
have not had access to that yet. So what I'm showing
is current to Monday of this week and on the next
overhead these are the HIN1 antigens that have been

used for serological testing for the studies that
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you'll be locking at. Not every one of these antigens
was used in all the laboratories, so that a wide
variety of new antigens could be examined, but there's
a core of antigens that can be tested in each of the
laboratories and that gives us an opportunity to
compare what the results are between labs and we do
know that there are technical differences between the
laboratories and you'll see that reflected in some
differences in the level, the absolute titers for
specific serum panels and for the same strain.

These studies were performed, that I'm
going to show were performed actually in two different
go's. Some were done as part of the preparation for
the Southern Hemisphere, WHO Southern Hemisphere
recommendations in September last year and some of
these were done during the last few weeks. The
antigens that are shown here for HINL are
representative of the different strains that are
circulating and all of these are in the A/New
Caledonia/2099 group. None of these represent the
BAYERN or Johannesburg strain that Sasha and Nancy
were talking about.

On the next overhead these are some
typical results. If you push that up towards the top,

there's an opportunity for people to see it -- it will
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be a little bit hard from the back. But these are
sera from adults in the United States and this table
ahd the others like it that I'm going to show will
include data that has the geometric mean titer, the
percent that are greater than 32 or 40 and the percent
of 4 fold rises.

What I've attempted to do is to underline
what represents the vaccine strain and also I think
the organization for all of these is that results from
the CDC will be at the top and from the Center for
Biologics at the bottom.

So the vaccine strain here was the IVR-116
reassortant virus for A/New Caledonia/2099 and it was
also used as the test antigen in these serologic
results. Generally what I can say is that the vaccine
used was immunogenic and it produced good, homologous
antibody responses. Although the New Caledonia-like
strains were mostly well inhibited by the antisera in
response to this vaccine antigen, there were some
strains that were less well inhibited and in testing
done at the CDC, for example, you can see that the
géometric mean post-immunization titer for the
Auckland/65/2001 strain was 50 percent of what the
result was for the vaccine strain. And I believe that

Auckland/65/2001 is one of those strains that was
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pointed out as being one of the low reactors.

Similarly, in testing that was done at the
Center for Biologics, the results for the -- I guess
it's the Hawaii/1l5 strain here was more than 50
percent reduced compared to the vaccine strain.

Next overhead, this overhead shows the
results that were obtained from sera that were from
elderly in Australia. And again, the vaccine that was
used seemed to elicit pretty reasonable responses to
the vaccine antigen and in general, the inhibition of
the other HIN1 viruses was very similar to the vaccine
strain. In testing that was done at CDC, I think you
can see there's some minor reductions here to the
Bangkok/255/2001 strain and the Hawaii/15/2001 strain,
but not to the extent of being 50 percent or a 2 fold
difference. And in testing done at the Center for
Biologics, there was also again a minor sort of
réduction for the Hawaii/15/2001 strain.

Other serum panels that were tested gave
somewhat similar results and I'll try to cover that in
a summary form in some later tables. So now moving on
on the next overhead what I'll be showing you are some
results for the H3N2 viruses or I guess I'll be
showing you the H3N2 viruses that were used for the

testing. Again, these are strains that are
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representative of many of the strains that have been
circulating over the past year in both the Northern
and the Southern Hemisphere. And on the next overhead
I'11l show results for one of the serum panels.

This table is for adults who were
immunized in Europe and what it shows, generally, is
that the current vaccine strain, the A/Panama/2007/99
was reasonably immunogenic in terms of the responsge to
th: vaccine strain and again, this particular vaccine
st fain was a reassortant virus, the rest are 17
reassortant. However, in this table, I think you'll
see that there are geometric mean titers that are
reduced for some of the other strains that were
tested. Neither the A/Chile/6416/2001 strain or the
A/Singapore/15/2001 strain seem to be well inhibited
in the tests that were done at CDC and for both of
those, the geometric mean titers were reduced by more
than 50 percent and similarly data from testing done
at Center for Biologics shows 50 percent or greater
reductions for both the Darwin/3/2000 strain and again
for the Chile/6416 strain. So for other strains, I
guess I could say generally the antibody responses
seem to be pretty much similar to those for the
vaccine and the next overhead will show some results

for some elderly in the United States.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

113

These data, I think, again demonstrate
that the current vaccine produces antibodies that
Cross react reasonably well with many of the new H3N2
viruses such as the Argentina/37/59 strain and also
the Alaska/14 strain.

In tests that were done at the Center for
Biologics, there was more than 50 percent reduction in
the responses for the Philippines/78890 strain, but
that was not seen in testing at CDC. . And again, I'm
going to coyver other serologic results in more of a
summary form a little bit later.

So moving on now, this overhead shows a
list of the Influenza B viruses that were used for
serological testing and you'll recall that there are
two hemagglutinin lineages that are present in
circulating viruses. The antigens that were chosen
here represent, I think,; as best we could both of
those lineages as they're circulating and those at the
top here are related to the current vaccine strains
ahd they're all in the B/Sichuan/379/99 lineage,
generally, or maybe I should qualify that some and say
this B/Johannesburg/69 strain here is in that sort of
-- can I call it a splinter group? I'm not sure it's
a lineage, but there's a divergence, antigenic

divergence developing and 1it's more 1like the
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B/Harbin/794 strain. And then at the bottom I'm
showing the B/Victoria lineage or as it's sometimes
being called, the B/Beijing/243/97-like strains.

Unless I say otherwise, all of this
serologic testing that I'm going to present here was
done with B antigens that had been etﬁer extracted for
use in the serology.

In the next overhead there should be
results from a pancl of adults in the United States
again and I think this gives a pretty reasonable
overview of recent isolates from a number of locations
around the world and in general, the antibody
responses seem to be pretty good to the vaccine strain
and also to most of the newer strains that are
circulating. However, there were some reductions in
geometric mean titers for some of the antigens that
were tested and in particular I'll just call vyour
attention at the CDC testing with the
Johannesburg/69/2001 strain was more than 50 percent
reduced compared to the vaccine strain. And in
testing that was done -- or as I mentioned, that
particular strain is in that Harbin/794 lineage.

In testing that was done at the Center for
Biologics, there were reductions of 50 percent or more

for a couple of strains, both the B/Hong Kong/332/2001
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which is not in the same lineage, HA lineage as the
current vaccine and also for the B/Hong Kong/692 AND
B/Sichuan/317 viruses.

Now I will point that that result does not
seem to be typical of results from either the Center
for Biologics or from CDC, but it is one of the
variations in the antibody responses that we sometimes
note.

In the next cverhead, these are some
results that were obtained from a panel of sera from
elderly in Australia again and what they demonstrate
are again reductions, predominantly reductions in
antibody responses to the B/Victoria/287 lineage
strains represented here by B/Hong Kong/330/2001 and
B/Hawaii/10/2001 and what you can see 1s what we have
come to expect with current vaccines of the B/Yamagata
lineage in terms of producing antibody responses for
the other lineage and I will not have any data from
any pediatric populations, but what I could say is
that in earlier years when the B/Victoria strains were
not circulating so widely, but were still present,
what we had found was that adults and elderly tended
to have, although reduced titers, somewhat higher. So
I think we're starting to see for adults and elderly

over the last couple of years, in fact, continually
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decreasing responses in the face of the current
vaccine strain.

So now moving on to sort of a summary, in
this table and the following tables, what I'm going to
be showing are how we've tried to handle these data
which are complex and coming from different
laboratories in the past few years and what we'll have
here is a table that shows the frequency with which we
found new test antigens that gave a 50 percent or
greater reduction compared to the current vaccine
strain.

We picked 50 percent arbitrarily, but it
represents a 2 fold reduction in geometric mean titer
ahd that's fairly marked in terms of GMTs. The data
that are inciuded in the table are as much as we can
for antigens that have been tested in more than one
laboratory and I should note that we haven't really
had access to information outside the United States
at this point, partly because the WHO meeting for
strain recommendations will occur next week and others
are getting ready for that.

In this table for HIN1 viruses, all these
viruses again are New Caledonia-like and if you just
more oOr less look at the line for the total results,

generally there are really two instances in which
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multiple tests detected differences compared to the
vaccine strain and that would be for the
A/Hawaii/15/2001 strain and also for the
Auckland/65/2001 strain.

The majority of the tests performed
resulted in a 50 percent or greater reduction in
titers as compared to the vaccine for both of those.
For the Hawaii strain on average, the reduction was
about 60 percent with a range from 31 to 82, cdepending
on which of the serum panels were picked. Anc¢ for the
Auckland/65 strain, that difference was somewhat less
than 50 percent, just less than 50 percent and it
ranged from no change to 93 percent reduction. So
there was quite a broad range there.

However, I'd say overall, the data don't
indicate that there is a generalized substantial lack
of inhibition of the current strains by the current
vaccines. So the next overhead should show summary
data for the H3N2 viruses.

And what you'll see here, I think is that
many of the more recent strains were very well
inhibited by sera from persons who were immunized with
the current vaccines, but here again, there are also
some strains that appear to be somewhat less well

inhibited in comparison to the vaccine.
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And those that are less well inhibited
include the A/Chile/6416 strain, the Philippines/78890
strain, the Singapore/15/2001 strain, and possibly the
South Australia/102 strain.

Although there was reduced inhibition for
the Chile/6416 strain in the majority of the tests, on
average for all these tests there was only, there was
somewhat less than a 50 percent reduction, and again
the range for the difference here was wide, from
nothing to about 75 percent.

For the A/Philippines strain, the
reductions were only seen in one laboratory and so you
have to factor that into thinking about this
particular cne and on average for all these tests it
was really very moderate and there was a very, again
a very wide range of responses that were seen in the
tests that were done.

I think here with the Singapore/15 strain,

I believe, both the Singapore/15 and  the

Australia/102, South Australia/102 strains again
represent those that were low responders. Is that
correct? I think I got that right. And so I would
suggest again factoring that in and sort of
considerations about what these responses are showing.

But for the Singapore strain, in particular, it was
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consistent in all the tests that were done, it was
really a very narrow type range of reductions here, so
there may be something more to that particular strain.

The overall picture though, I'd say is
somewhat similar to what we're seeing for the HIN1
viruses and that the results don't suggest a
generalized lack of inhibition of currently
circulating strains. And also, similar to the results
for the HIN1 viruses, the results for the mean percent
reductions shown in the last column are somewhat
variable with some tests where there really is no
reduction at all.

Okay, so moving on to Influenza B, this
overhead should show the summary data for Influenza B
viruses and just again as a reminder, the
B/Hawaii/10/2001 and the B/Hong Kong -- where's B/Hong
Kong, B/Hawaii/10 and B/Hong Kong/330/2001 are strains
that are in the B/Beijing/243/97 or B/Victoria/287
lineage, hemagglutinin lineage. All the rest are in
the B/Yamagata lineage and the B/Johannesburg/69 is in
that B/Yamagata lineage, but it's representative of
the divergent, the strains that are diverging more
like the B/Harbin/799/794 strain.

Although most of the strains that are in

this B/Yamagata group seem to be very well inhibited
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by the current vaccines, the only notable exception to
that is the B/Johannesburg/6901 strain where about
half of the tests done indicated a reduction and on
average that reduction was just shy of 50 percent with
a somewhat broad range, Dbut again, there were
reductions seen in -- some reductions seen in each of
the tests that were done.

I think it's no surprise that the recent
B/Beijing or the recent B/Victoria/287-like strains
were poorly inhibited and I don't think I need to
really dwell on that since that information is very
cénsistent with what we've been seeing in the past
couple of years.

So you can take the overhead off and I'd
say in summary the vaccines that were used for the
clinical studies appeared to be very immunogenic in
the populations that they were tested in and for all
three of the vaccine component strains, we can see
some evidence of antigenic drift. The results, I
think, are the most obvious for the Influenza B
strain, where only the strains that are in the same HA
lineage are well inhibited by sera from the current
vaccine studies and any even there there's some
evidence that antigenic drift is continuing. And so

I'1ll stop there and take any questions, if there are
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any, that I can answer.

DR. DAUM: Thank you very much. Are there
questions?

Ms. Fisher, then Dr. Poland.

MS. FISHER: Dr. Levandowski, every year
when new flu vaccine candidates are tested for
efficacy, do those tests usually involve aﬁout 200
individuals? I think you mentioned that was true for
this year. Is there any reactivity data gathered and
are children or pregnant women included?

DR. LEVANDOWSKI: These aren't for
efficacy. They're really looking for immunogenecity
and the real purpose behind is to have some -- we're
trying to emphasize a comparison between the current
vaccine strain and the newly circulating strain, but
the number of 200. There are no pediatric patients
that are being immunized at this point. And we're not
including pregnant women and I don't know whether in
all of these serologies that are done in other places
and I don't know the answer to the question about
whether reactogenecity data are being collected from
those 200 people. It's not the specific reason for
the study.

MS. FISHER: Right.

DR. LEVANDOWSKI: It might be done
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elsewhere, but in the United States I don't believe
we're doing that.

MS. FISHER: But these immunogenicity
studies are the only ones conducted, correct, every
year on the new flu vaccine candidates, or am I wrong
on that?

DR. LEVANDOWSKI: Well, it might not be
the only ones, but these are the ones that we have
access to the antisera. We get these antisera
specifically for this purpose that I mentioned, to try
to get information to compare responses about the
current vaccines with the newly circulating strains.

MS. FISHER: Right, but I think it's
really important for the public to understand, is
there more testing done on the flu vaccines other than
this immunogenicity testing?

DR. LEVANDOWSKI: If you're asking is the
Public Health Service doing some specific testing --

MS. FISHER: No, 1is there any other

testing besides this testing done on new flu vaccine

- candidates? Is anyone aware of any other testing?

DR. LEVANDOWSKI: Okay, well, specifically
related to the influenza vaccine candidate strains, I
think the answer is probably not.

MS. FISHER: Okay, that's all.
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DR. LEVANDOWSKI: But are there studies
being done to look at current vaccines, in a number of
ways I think the answer is yes, but I don't know that
I can give you a categorical response to that.

MS. FISHER: Thank vyou.

DR. DAUM: Dr. Poland, please.

DR. POLAND: Just a point of information,
Roland. Are the laboratory protocols that CDC and
CBER are using identical? Because it appears almost
systematically that CBER's results are in some cases
significantly lower than CDC's.

DR. LEVANDOWSKI: Right. I understand
that and we do, although we follow very much the same
procedure, there are some technical differences that
we know about and that we have perpetuated purposely,
I think. One difference is that serologic studies
that are done in CDC are done using Turkey red blood
cells which tend to be less different in their
response to hemagglutination inhibition than chick
cells. Chickens, individual chickens tend to be
either good or poor responders in terms of
hémagglutination and at the Center for Biologics, we
have continued to use chick cells. It's pooled chick
cells, but I believe that may have something to do

with the technical differences. And then possibly
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another area that could result in differences that we
see in any of the serologic testing is what you
exactly call the end point because telling exactly
where hemagglutination has been inhibited is sometimes
a little bit tricky and there can be interferences
within the sera with the red cells themselves. The
serum can have nonspecific glutinins that we try to
remove with neuraminidase, but we see those kind of
things and then just being able to decipher exactly
whai you're going to say is the end point, there may
be :ome difference there.

DR. POLAND: In terms of looking at the
data and trying to make a decision is do we really
understand what the statistical significance 1is of
these findings and which one do you believe, sort of.
I know that overall we're looking at kind of the
preponderance of evidence to make a decision, but in
the specific case of the HAI titers --

DR. LEVANDOWSKI: Right, well, there's a

" logistical issue here too in trying to get the

information for recent strains and how many serologies
you can do and that's the reason we have multiple
laboratories involved in this that we don't -- we
think that if more laboratories are saying the same

thing, maybe not the absolute titers are the same, but
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the same direction seems to be true, that that is
confirmatory and I think that's what we've been trying
to do all these vyears with multiple labs being
involved as to -- I don't think we can do statistics
in a real sense because of the small numbers that
we're looking at here generally, but I think we can
get a pretty good idea about the trend and get
confirmation from multiple views of the same data.
DR. DAUM: Before I call on Dr. Kohl and
then Dr. Couch and then Dr. Goldberg, I wanted to just
follow up on this particular point. I was also struck
by the discrepancy sometimes between the two labs and
then at the end, I believe you showed some summary
data, where results done in each laboratory were sort
of added up and then summed, so that we get a sense of
how many low responders there were, how many high
responders there were. And if two labs differ in
their results markedly, so that one was low and one
was high for a given virus, were they then summed into
that total and if so, is that statistical double
dipping or do I not understand statistics very well?
DR. LEVANDOWSKI: Well, I'm not going to
answer the statistical question, but the answer to the
first part is yes, we're not making any

differentiation between whether we had high antibody
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titers or lower ones. We're looking there mostly at
a ratio between the pre and the post -- not the pre
and the post -- we're looking at a ratio between the
vaccine strain and the new influenza viruses that are
circulating and we're hoping that whatever technical
differences there are, affect everything equally,
proportionally between the vaccine strain and the
other strains. What I would say as another way of
trying to control for that, when these serologies are
done, when you see one of those serum panels,
everything would have been done on the same day with
the same red cells, the same reader doing the --
reading the end points and so on. So as much as
possible, there's a control over that part where we're
trying to get the comparison between the vaccine
strain and the newly circulating strains.

DR. COUCH: Could I get my comment in now?
It relates to that. I just wanted to say that if you
had a third lab, you would get a third set of data.
That's the reproducibility of the HI between
laboratories and between tests to some extent as well.

DR. DAUM: Okay, Dr. Goldberg wants to
speak to this very point.

GOLDBERG: Could I ask a guestion of

clarification about your design really? Are vyou
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testing sera from the same 24 individuals in both
labs?

DR. LEVANDOWSKI: Yes.

DR. GOLDRERG: In which case what vyou
really need to be doing is thinking about comparing
the results individual for individual in the labs and
then loocking at what you have because the real issue
is some individuals were low in one lab, high in
another, and that would speak to the assay
variability. It may be that low is low, but the range
is different and it's a systematic lab bias which
would have to do with what you talked about about the
kind of -- the way the assay is done;

So I think you need to relook at how you
present the data and pair up the data so that you're
loocking at individual by individual and then summing
up differences or whatever the appropriate measure is.
I'd be happy to discuss it with you outside.

DR. DAUM: Thank you, Dr. Goldberg. Now
we'll go to Dr. Kohl. You've been patient.

DR. KOHL: Reland, thank you again for
your usual lovely annual report. I get to take my
plaque home today because it's four years of serving
on the Committee, but I have the same frustrating

question that I've asked for four years which has
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previously been reflected, I think, by Bob Couch's
question and by Barbara Loe Fisher, where are the
children? We're thinking about using a new antigen
this year, I guess, with the B/Vic and I'd love to see
some data on children.

What can we do to help whoever needs to be
helped so we can get some children data because those
are a critical group to be considered?

DR. LEVANDOWSKI: Pardon me, well, I guess
we can't disagree with what you're suggesting and it
is something that we would like to see done and again,
it's I believe predominantly a resource issue. The
pediatric population, of course, is a protected one
and we want it to stay that way, but in terms of being
able to do studies, there needs to be some way to
access an appropriate population which requires both
time, investigators and money, all three of the key
issues for doing anything successfully.

DR. KOHL: It's an unprotected population,
unfortunately, not a protected one in terms of the
influenza virus and there's more and more data showing
that children have quite a high burden of disease. We
need to do something about this.

Bob, I don't know if there's something, a

sense of the Committee that can carry this forward a
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little bit, because it really has been a major
frustration over these years on my part and I think
other members of the Committee.

DR. DAUM: Well, I think that making
comments like you make put it into the record. There
are many people here who pour over every word that you
and everyone else says and I think that it comes up
this afternoon when the Committee is deliberating and
casting their votes as an issue again that we'd be
heard. We have said it before. You've spoken about
it before and so have others and I think it's a
crucial issue. And FDA, audience, industry people,
please hear us.

Dr. Cox, you had your hand up.

DR. COX: Yes. I just wanted to say that
unfortunately this year, as Roland mentioned, we don't
have access to data that has been generated or is
being generated in London, in Tokyo and in Melbourne
and it really helps when you have more than two sets
of serologic data. So when you have five sets you do
begin to see patterns and it falls out a little bit
mbre clearly.

DR. DAUM: Thank you. Ckay, I think
Levandowski, you're off the hot seat. Thank you very

much for your input.
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Dr. Ye is here. There he is.

DR. YE: And I'm going to present the
status of candidate vaccine strains and the related
potency reagents.

Next slide, please. Inactivate trivalent
influenza vaccine contains the antigen of two type A
strains which are HIN1 and H3N2 and one type of B
strain.

The current vaccine for Influenza A, HINL
strain is A/New Caledonia/20/99, reassortant between
New Caledonia and PR8 is VIR-116 which has lower to
higher growth curve characteristics in eggs.

At this point we do not have a new
candidate for HIN1 virus.

Next slide, please.

The current vaccine for Influenza A, H3N2Z
is Panama/2007/99 which is A/Moscow/10/99-11ike
viruses.

Resvir-17 a reassortant between
Panama/2007/99 and PR-8 which has moderate to high
growth characteristics. Again, at this point we do
not have a new candidate for this strain.

Next slide, please.

Now we will move on to Influenza B

strains. The current vaccine strain for B Influenza
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viruses is B/Sichuan/379/99-1like viruses which belong
to Yamagata/1688 lineage. There are three current
vaccine candidates. One is B/Johannesburg/599 which
has lower growth characteristics in eggs. The second
one is B/Victoria/504/2000 which has moderate growth
characteristics in eggs. The last one 1is
B/Guangdong/120/2000 which has moderately growth
characteristics.

Next slide, please.

The candidate strain for B Influenza
viriuses are shown on this slide. There are two
lineages for Influenza B viruses. One  is
B/Yamagata/1688-1like virus. There are two possible
candidates for B. One is B/Shizuoka/15/2001 which
gives a lower to moderate growth characteristic in
eggs. B/Sichuan/117/2001 which has moderate growth
characteristic in eggs. The second lineage
represented by B/Beijing/243/97 and this also belongs
to B/Victoria as mentioned earlier.

There are three candidates to be
cénsidered. One is B/Hong Kong/330/2001 which has
lower growth characteristics in eggs.
B/Hawaii/22/2001 also has a lower growth
characteristic in eggs. B/Shangdong/797 which has

moderately growth characteristics previously used for
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vaccines in Asia in 1999 and the