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P-R-0=C-E-E-D-I-N-G-S
8:39 a.m.

CHAIRMAN DAUM: Good morning. I apologize

for banging on a gavel, particularly at this time of

the day, but my bell is broken. So, until we have
that repaired --

DR.  EDWARDS: Maybe = that wasn’t
accidental, Bob.

MS. CHERRY: Someone ne=ds to go to the
Mallvof America and get a new one.

CHAIRMAN DAUM: So, we have administrative
matters. Let me turn the floor over to Nancy.

MS. CHERRY: I have none.

CHAIRMAN DAUM:!-We‘have no administration
matters, which is a good thing.

So we’ll move right away tQ asking Dr.
Levandowski, whom‘I'Ve seen, to begin with posing the
questions for the Committeefsvdiscussioﬁ; And then we
will talk about further procedure when he'’s doﬁe.

We’ve been having a huddle on a procedural
matter, and the~prscedural‘matter just relates to how
to divide up this morning’s discussion.

What’we’re going to do is look at the
first question, which is a complicated .questiOn
relating to efficacy of the FluMist vaccine for which
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4
i we heard yesterday.
" 2 ’ I've then asked Dr. Mink to initiate the
{%lﬁ 3 Commitﬁee’s discussion on. this first questioh by
4 summariziné the viewpoiﬁt of FDA, what the FDA thinks
5 is important regarding thie efficacy question.
6 : And then we will stop and have Committee
7 discussion on the efficacy, and then we’ll repeat the
8 whole procedure for 'question. two( which concerns
9 safety.
‘10 ,MS' CHERRY : And then we have an open
11 public hearing somewhere in there.
12 |  CHAIRMAN DAUM: And we’ll have an open
13 public hearing, Nancy, I promise, somewhere in there,
s 14 'So, let’s roll with Question one and Dr.
. 15 Mink.
16 DR. MINK: Question for efficacy and the
17 Committee we're askiné for a vote: Are the data
18 ' adequate to support the efficacy of Flu Mist in:
19 | : (a) The pediatrieb end adoleecent
20 ‘éopulation from 1 to 17 years of age? If so, please
21 |} rdiscuss the appropriate schedule, i.e., one dose vs.
22 | two doses. If two doses ere recemmended, please
23 discuss the age: range for“tﬁis regimen and the
24 reeommended'timing, i.e., the interval for the-doses;
25 ' B Also please discuss the.adult population
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18 to 64 years of age.

| In your discussion please address the
adequacy of the challenge data submitted in suéport of
efficacy againsthlNl influenza strains.

If the data are not adequate for specific
age ranges,vplease discuss what additional data should
be requested.

George, Dr. Daum has asked me to reshow
slide 40 from my presentatithYésterdéy.

CHAIRMAN DAUM: Who is George?

DR. MINK: I'm sorry. Any'Geofge.

CHAIRMAN DAUM: Good morning, George.

DR. MINK: We got it all down right.

CHAIRMAN DAUM: George, we get a sense éf
how you’re coming.

DR. MINK: The efficacy conclﬁéion from
yesterday’s presentation, first efficacy -against
culture confirmed influenza—like illness was
demonstrated one or two doses in health? childfen ffbm

15 to 17 months of age in year one and agaih after

‘revaccination in year two.

At one site, however, contrary to protocol
when cultures were obtained in the first 11 days after
immunization influenza-like illnesses occurred in

children who shed cold-adapted influenza viral
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strains.

In adults an effectiveness study was
performed}} We do not have efficacy data against
culture confirmed illness in adults. In this
effectiveness_study in adults there was no significant
decrease in any febrile illness during influenza
outbreak periods, which was thébprimary end point in
the stﬁdy. |

Secondary end points including sever
febrile illﬁess and febrile uppef respifatory
infections did have demonstrated efficacy, however the
lower bound for SFI was 1.4 percent and for FURI’was
5.5 percent in CBER;génerated COﬁfidence intervals.

- Also we have no field efficacy‘data'for
HIN1 in either the pediatric‘efficacy trial or in
effectivenéss experience in adults. |

In a challenge virus stﬁdy performed in

-pediatrics it was challenged against vaccine strain

HIN1. And the adult wild-type challenge there were

 iny about 30 subjects who were in study

participatioﬁ.

Anything else, Dr. Daum?

CHAIRMAN DAUM: No, I think that’s a
supefb start. And we’re‘going’to want to use'yod) of
course, and‘the sponsOr;s group as a resource in‘our
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discussions, so we may need you to come back.

‘But you could probably scoot back to the

FDA table if you would. And if we could have the

lights.

Céuld‘we ge; the queétidn back on and sort
of leave it on, George, when you have a moment. This
Gebrge.

And so now I’'d like to haVe sort of jusﬁ
general Committee discussion regardinglthis question,
numbex one; Aﬁd please feel free in your discussion
to ask people to show you stuff that you saw yesterday
that you want to see again or'heai framed again.

And let’s sort of do it generally at

first, and then we’ll bégin to focus on the questions

themselves.

So, thé floor is open. Dr. Goldberg, Dr.
Edwards, Dr.. Katz.

DR. GOLDBERG: What data do yoﬁ,héve about

repeated administrations of the vaccine over more than

"two_years? I mean, I think there was a little bit of

data shown, but I just Wént to make sure that I
understand all of the data. SQ how far have you gone
with repeated annual administration of this vacciné‘in
adults and in children?

CHAIRMAN DAUM: It’s a question for the
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sponsor, I guess.

DR. GOLDBERG: Yes.

CHAIRMAN DAUM: This is George also.eré.
It makes it easy for me. You want to see a slide,
just ask for George.

DR, MENDELMAN: These are the data in
children for repetitive dosing. The 4,771 for second
annual éeason. 1,999 for a third. And 549 for a
fourth consecutive season.

CHAIRMAN DAUM: Yes. That’s a good way to
proceed; We’re going to héve questions right about
this issue, and I still have the sequence‘with Dr.
Edwards néxt.v So Dr. Katz.

DR; GOLDBERG: One more second."

CHAIRMAN DAUM: Sorry. Dr;iGéldberé theﬁ
Dr. Katz. |

DR. GOLDBERG: Is there anything in adults

and do you have an efficacy data on the third and

fourth administrations?

DR. MENDELMAN: The efficacy data is only

for the first and the second year, it was a two year

study in the efficacy trial on children.

The effectiveness trial on adults is a
single year, single season stqdy.

DR. GOLDBERG: Okay. Thank you.
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CHAIRMAN DAUM: br, Katz, just about this.

' MR. KATZ:  Just ébout that slidé, Paul.

When you give us numbers such as those, those are just
the vaccine recipients, not the controls, is that

correct? When you say there are 2700 children 1 to 8

years of age; is that 2700 vaccine recipients or 2700.

total in the study?

DR. MENDELMAN: Vaccine recipients.

MR. KATZ: Thank you.

DR. MENDELMAN : Individual unique
children.

CHAIRMAN DAUM: Dr. Griffin about this
slide and then Dr. Schild about this slide. This is
a popular slide.

DR. GRIFFIN: Well, I think it’s sort of
a‘crgcial slide‘fof some of the questions.

And that’s whether you have any data on
serology on what boostingb_actually did and how
necessary boosting was, bécause in general these were
the same vaécine that was given over and over, right?
Or these are:different formulas in the first, second,
third, and fourth_years? ' |

DR. MENDELMAN: In the pediatric trial the

HIN1 strain changed between year one and year two.

The year three they did not change. In year four they
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did change. So, there were several formulations that

were given-to the children.

In the revaccination in year three' it was
a safety study only there was no.serology in year
three, however we did'do serelogy in the fourth study
season. And the children in the HIN1 group had a
boost in their antibody responses. Most of the
children to age 3 in B were already seropositiﬁe from
prior years ofbvaccination.

DR. GRIFFIN: We heard the conclusion, but
I don’t remember seeing. the data with respect to the
fact that they tended te respond to only two of the
components the first time and you really ﬁeeded a
second dose to get a response to all three. Do you
have data that you can share with us on that?

DR. MENDELMAN: Yes, and Dr. Belshe's
slides in the -- backup, George. |

CHAIRMAN DAUM: Dr. Edwards be patient.
Yourbnext‘when we finish this issue.

DR. MENDELMAN: These are the data from
the subset and study 006. After two doses of primary
vaccine in the first year, you can see the 96 percent
seroconversion and baseline seronegative children for

the H3N2 in the B strain and the 61 percent

seroconversion for the HIN1l strain.
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DR. GRIFFIN: This is after two doses?

DR. MENDELMAN: This is after two doses.

DR. GRIFFIN: Do you have any data for
what happens after one dose? \

DR. MENDELMAN: Oh, sure.

bR. GRIFFIN: I assume it’s worse.

DR. MENDELMAN: I can teli you what’s in
my brain. |

DR. GRIFFIN: Okay.

DR. MENDELMAN: .The seronegative children
after dose one to HIN1 was 16 éercent éfter one désé:’

DR. GRIFFIN: 1.67 |

DR. MENDELMAN: Sixteen perceﬁt.

DR. GRIFFIN: Oh, 16. Okay.

DR; MENDELMAN: And then boosted to the 61
percent aé noted on the slide. The response at H3N2

was. over 90 percent after the first dose and the

‘ response to the B virus was about 89 percent after the

first’dose.

CHAIRMAN DAUM: So there’s a differgnce
with HIN1, obviously) in terms of theA-—

DR. GRIFFIN: That’s~the main problem it
souﬁds like.

CHAIRMAN DAUM: This issue. Okay. ThisA

issue. VOkay.
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DR. STEPHENS: In térms of the dose, the
one or two doseé, the question has to do with
efficacy. Because as I recall the efficacy after éne
dose despite the immunological data wés almost equal,
is that cqrrect, at least to the H3N2, but --

Dé. MENDELMAN: For béth the H3N2 and the
B, and the one dose cohort the efficacy was at 90
perceﬁt for those two strains after a single dose,
88.9‘percent.

: CHAIRMAN DAUM:‘ But then H1IN1 becomes the
issue again?

Dr. Kohl?

_DR. KOHL: It;s reiterating ﬁhis the same
question, and I don’t think YOu can answer it. The
question is do you need two immunizations.

DR. MENDELMAN: I’'m sorry. statefagainp

DR. KOHL: The question is do yéu need two
doses for children.

CHAIRMAN DAUM: A rhetorical question.

DR. KOHL: And the data, at least in my

mind, is not added by the serological response since

you’ve already shown us that the serological response

doesn’t necessarily correlate with protection. And it

looks like unless you have data that you haven’t shown

us yet, that there’s no efficacy with HIN1 other than
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chéllenge because there weren’t anyrHlNl'in those
years.
| Per chance, did you <challenge any

individuals who only got one dose in that pediatric
challenge‘study, or were they all doubie dosed?

DR. MENDELMAN: . Well, they were all
revaccinated in the second season. |

DR. KOHL: So they were triple doséd?.

DR. MENDELMANE And then the challenge was
five to eight ﬁonths after that second séason dose.

bR. KOHL: Okay. The question is do you
need more than one immunization to protéét against
HlNl? And the answer is we‘don’t‘know?v

DR. MENDELMAN: My answer would be to get
optimal‘protection against all three strains, you
would need two doses.

DR. KOHL: But you're just saying that;
you can’t subport that?

DR. MENDELMAN: We know that if you have

a high immune response for serum HAI, that does

. correlate with the efficacyf ‘And there are data, as

you saw in the adult trial, that in spite of a lack of
a response to the HIN1, those adults were still
prdtected against HI1N1. In the young seronegative

child we want an optimal response to all three strains
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and the data we’re presenting is that one dose was
sufficient for the H3N2 and the B. HIN1 didn’'t
circulate for five years between ‘95 andvthis year.

So, it;s in a sense a combination Vaccine
that we want. Going from 16 percent seroconverion to
61 percent would mean to me as a clinician that we’re
maximizing the response of HIN1 circulated.

DR. GREENBERG: I think Bob Belshe has 
historical aate in his head and has other comments to
make about two doses versus one dose.

DR. BELSHE: Yes. For Dr. Kohl, actually

I think this data shows that the second dose of at

least trivalent vaccine serological ehows infection
with HIN1 virus after one dose; So this ie, in a
sense, an equivalent challenge although 1it’s a
challenge with trivalent vaccine.

And, George, could you put up the HIN1
historieai efficacy data?

Now; there’s really quite a good

© Iiterature on efficacy of HIN1l vaccine. The largest

study was actually conducted by Dr. Edwards, and she
might want to comment on that as well.

A summary of the 11 efficacy‘trials with
HIN1 vaceine is‘ shown here. | The fifst five are

monovalent vaccine and you can see the efficacy has
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ranged from 34 percent to 100 percentﬁdependingvon the
study.

Second>se?ies of studies are for ‘trials
using bivalent H1N1 with H3N2 vaccine, the largestvoné
being Dr. Edwards’ study, which showed in yearvone 78
?efcent efficécy against H1N1 and iﬁ yearvfour of that
study in which H1N1l circulated, 91 percent efficacy.
That study includes both children and adults.

And then we’ve presentad here the two
studies with trivalent vaccine. The children’s
challenge model, which shows 83 percent efficacy and
the adult challenge model, which included HIN1.

CHAIRMAN DAUM: Thank you, Dr. Belshé.

DR. GREENBERG: Bob, do you want to just
briefly comment on your historical trials of one dose
versus two doses, which was another guestion?

DR. BELSHE: Yes. , We’ve had an

'dpportunity to examine both bivalent vaccines and

trivalent vaccines for one dose versus two doses. And

- really the best data is from AV006 demonstrating 16
>pércent.serologic response rate with dose one, 61

‘percent after two doses.

- CHAIRMAN DAUM: Thank you.
There are some people here that may have

comments about this very issue. I have Drs. Schild,
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16
Myers anduFaggett. Are they ail'about this issue?

DR. SCHILD: Yes, but mine is a more

geﬁéral issue. |
| CHAIRMAN DAUM: Can you hold then? 1’11
put you on the general list. |

Dr. Myers, this issue?

DR. MYERS: The data is all pooled, and I
was wondering if it’s possible to see both efficacy
énd the immunggehicity‘data specifically for the 12 to
24 month old child?

DR. MENDELMAN: In the‘ FDA briefing.
document and the slide that Dr. Mink showed yesterday,
the efficacy and my memory is 84 percent of the
children under two years of age.

CHAIRMAN DAUM: Do you want to see it
again, Marty? We can get to work bn that while we
hear someone else’s comment.

CHAIRMAN DAUM: Drs. Mink and Geber, and

et al.

DR. MYERS: Well, for example, this is
pooling all of the data. ‘We're being asked
specifically about a one year recommendation. And the

immunogenicity data we just saw was pooled data from

15 months to 71 months. And I suspect the HIN1

response is different in the first year of life than
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it is in the third year of life.

CHAIRMAN DAUM: Dr. Mink is mobilizing

- George and we shall have the data you wish in a

moment .
I want to stay fixed on this issue. Dr.
Faggett?
DR.‘FAGGETT: Dr. Myérs asked my question‘
already. Thank you. |
CHAIRMAN DAUM: Dr. Stephens this issue.
DR. STEPHENS: I have a question
concerning the timing of the dose. 1In the 06 study
the timing éf the dose was 60 dayé, yet the proposal
is for 30 days? Can you clarify that diffefence?
DR. MENDELMAN: The timing was 60 plus or
minus 16 days. So 46 to 74 days.
| | DR. STEPHENS: But your request is for 30
days. |
'DR. MENDELMAN : _Correct.r

George, can you go to the GMT responses

‘and AV007.

In the lot consisténcy trial, AV007 wé did

a sub-analysis. In that study 500 children were

dosed. 100 received placebo, the other four groups

~were three consistency lots 100 children each and a

100 children getting efficacy vaccine. And in that
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study children could receive vaccine as early as day

28.

And these are the time interval data. If

- children got a dose -- where -- day 28 to 41 on this

column here compared to if they got day 42 to 60. And
you can see the seroconversion rate are similar in
this analysis for each of the three Strainé.

CHAIRMAN DAUM: Thank you. WE’re ready to
see the data that Dr. Myers asked for. Could we put
them up, George, please?

DR. MENDELMAN: If I could just comment.
Also in the FDA briefing document they note thisr
analysis in their document.

CHAIRMAN DAUM: Thank you, Dr. Mendelman.

DR. MYERS: And is there any data for 12
through 15 months'in the serology. |

CHAIRMAN DAUM: Let’s look at the data you
asked for here first, since they’re ready.

DR. MINK: This_is_the efficacy by age

that was requeéted. I didn’t bring a pointer. But to

go through, you can see -- thank you.

Under 24 months there were 223 subjects

‘that were in the analysis. Any strain, which includes

H3N2 and B -- remember there’s no H1N1l field data --

the efficacy against any strain was 84.7 percent. And
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what I.noted yesterday for you is there are wide
confidence intervals, especially against type B; And
the reason being that there’s such - a small number is
what we presume.

There’s efficacy that was comparable for
all of these age'groups,'but again all the n’s are
small so some of the confidence intervals, especially 3
against type B, are pretty wide.

Did you want to see gender and ethnicity,
too? I don’'t remember. Slide 15 please.

CHAIRMAN DAUM: Dr. Faggett would like to
see ﬁhat. |

DR. MINK: Okay.-

CHAIRMAN DAﬁM: So as long as you’'re up
there, let’s do it. | |

DR. MINK: There were no differences noted
in efficacy against any strain for males and females,
and they were comparable, obviously, to the analysis

for the whole study cohort. Remember this is subjects

‘enrolled in two doses, which is different than the

primary n point, which was subjects who had definitely
received doses. |

“And then for ethnicity; there was abeut 85
percent of the Subjects that were caucasian and 155

that were non-caucasian. And the efficacy wasn’'t
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appreciably differént between the groups in any
strain. |

Wide confidence intervals again when the
numbers are small.

CHAIRMAN DAUM: Thénk you &ery much.

DR. KOHL: Can I thank you for finally the
ethnidity data. We’ve been asking for that for years
and I think is the first time we’ve ever seen
ethnicity data presented to us.

CHAIRMAN DAUM: We’'re asking both FDA
folks and sponsor folks to be very nimble with their
déta this morning, and I recognize that. We;re asking
them to put up slides out of séquence and on virtually
no notice. And the Committee thanks you iﬁ advance,
because it’s véry helpful to our deliberatiOns.

We’re gding to move on to a different
subject now. Dr. Edwards is the next speaker, then
Dr. Katz and Dr. Schild. |

DR. EDWARDS: Well, I guess the first

question that I raised my hand for was how many

ﬁpatients or how many children between 12 months to 15

months have been immUnized? This 1s indicated for 12
months, and I’'m not sure I know how many kids 12 to 15
months have been enrolled. So, that was the first

question.
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And then I did‘want to comment on the data
that Dr. Belshe put up about the study that I
conducted and reported in 1§94 fegarding HIN1:.
| Maybe I could comment while they’re
getting the number of children between 12 to months.
I think one of the issues that’s really
important for people to understand is that the cold-
adapted vaccine sometimes will have a much more brisk
immune response with the H3N2 and sometimes much more
brisk response with the HIN1. And interestingly, our
study that we did that was NIH funded that enrolled‘
5,200 plus people, we found during that time that the
HlNl was very immunogenic and, indeed, generated é
much higher -- well, a significantly higher immuné
response with the cold—adapted:vaccine than the H3N2
did, which is really in contrast to what we’re seeing
in the Aviron study. -

So, I think that there is some variability

‘between the strains bearing different H1N1.

Our study was done with the single dose of

cold-adapted Vaccine in all children. And, in fact,

our children only received a one to ten dilatation of
the wvaccine. So, obviously, a less concentrated
vaccine.

In that situation, as Dr. Belshe showed,
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we had one year that was matched very nicely with the

vaccine strain and one year thatvwas a drift strain.

And just as he had mentioned, the efficacy in-adults

and children was exactly as he sad, 78 and 90 percent
for culture confirmed disease.

In contrast, the H3N2, which was less
immunogenic that year, in terms of culture confirmed
disease, and granted there are many caveats. This is
a drop vaccine. We did not hane the funding to do the
intensive surveillance that was done, so tnose caveats
are all there. But the efficecy with one dose of H3N2
was 59 percent'for a drifted strain and 56 percent for
a well—metched strain.

So I think that the vaccine does have

efficacy after a single dose for HIN1 and for H3NZ2,

even if it’s not an optimal immune response. But

whether that'svwhat is wanted, wnether the optimal
fesponse after two dose versus one doee is eomething
we need to discuss more fully.
| DR. KOHL: Kathy, is this the same Qaccine
as Aviron’s?

DR. EDWARDS: No, it’s not. This is a

vaccine made by a different manufacturer; the same

. master strain, however. And, again, I'm not trying to .

say this is comparable, but I'm just saying that there
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are some differences in the immune response to
different vaccines.

CHAIRMAN DAUM: Thahk you.

Dr. Katz?

DR. MINK: I can answer the age question-
if Avirén doesn't have the data. Do you want me to do
that one first?‘

| Under 12 to 15 months of age, according to
Dr. Rida and our statisticél review, we have
accountable 200 ‘'children in studies in the FDA
database.

‘DR. M.ENDELMAN,: This slide is the updated
nuﬁbers.‘, The cut off data in the FDA briefing
document was as of Aprii 30th. |

The statisticians from Aviron are working
on the numbervbetween 12 and 15. And Dr. Mink, I
believe,vwill be correct; it’ll be in that range.

The gut off shown here, 12 to 18 months of

age, is 813 FluMist recipients, 19 to 35 months of age

3,395 and then you see the other breakdowns.

CHAIRMAN DAUM: Dr. Mink, do you want to
comment?

DR. MINK: I can just gi&e you the,nuﬁbers
that we have in‘ourvdatabasé,_if you’d like. |

From 12 to 15 months for FluMist
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recipients our n is 200. From 16 to 19 months the n

is 507. For 20 to 23 months it’s 547. And that gives

‘us a total of 1254 subjects under 24 months of age.

CHAIRMAN DAUM: Not incbmpat_ible with
these data, jﬁst a different way of breaking then
down? |

DR. MINK: Different age group and an
early dataset.

CHAIRMAN DAUM: Thank you.

Now I think we’re feady to go on to Dr.
Katz. .

MR. KATZ: My comment, really, rather than
gquestion is a much more'generic one. But we’'ve been
asked to look at data éupporting the effiéacy of
FluMist . And I'm very comfortable with what we’ve
seen. But I think it has to be made very clear to the
public that, you'know, influenZa‘is but oﬁe infecﬁién
of what we're going to be coping with. And the

overall reduction of acute febrile respiratory illness

is going to have to include respiratory sirsal virus,

ﬁhe parainfluenza viruses, the adenoviruses. And my
concern is.notvwith the vaccine, but with how it’s
presented to fhe public and the health{ providing
community in that there will be great disappointment

if we still see lots of febrile réSpiratory illness,
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which we certainly are going to, but it’s not going to
be due to influenza viruses.

I think it’s terribly important to prevent

influenza virus illness. And as Paul Glezen and

others have shown very convincingly it doesn’t even
have to be respiratory illness. It can be ill-defined
febrile illness, particularly in the younger infants
whom we're discussing now.

So, I think theré‘has to be a great deal
of clarity whatever the decisions are and however it's
eventually preéentea that we’re preventingj’
specifically influenza virus illness and not
respiratory disease in daycare centers and in infants
in the first vears of life.

CHAIRMAN DAUM: We do, of cOurée, have the
same problem'with the current immunization vaccine
schedule, do we not?

MR. KATZ: Right, but it’'s pborly if at

all used in the pediatric age population, except

-perhaps for high risk children. Whereas, I think the

ease of adﬁiniétration of a nasal vaccine and avoiding
the pin cushionjeffect I think will have very definite
assets; | |

Ahd there are already people in the
pediatric infectious disease community who are
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pushing for universal immunization of infants and
childrén, both to protect them and to interrupt
transmission to adults.

CHAIRMAN DAUM: On this point, before I
call on Dr. Schild whose next and Dr. Kohl, would
someone care tovéomment about the déta in adults that
there was no decrease in acute febrile illnesses? I
believe those .data was taken from a time when
inflﬁénza virus was very heavily circulating in the
community. ‘Aﬁd vis-a-vis. Dir. Katz/ questién, I was

curious as to what comment sponsors or FDA or

Committee members, or anyone had about that issue.

DR. GREENBERG: I think Kristin Nichol
will comment.

DR. NICHOL: Sure. I would certainly be
interested in commenting.

It is absolutely true that the primary n
point for the clinical effectiveness trial in health
adults did not show a statistidally significént

reduction as we discussed yesterday. - The primary n

point or outcome definition that we selected for that

trial was any febrile illness. And that was very
sensitive but nonspecific outcome.
Recall that this  was a clinical

effectiveness trial designed to very broadly access
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impact across a number of-different outcomes, not dnly
illnesses per se, but also health cafe use.

| I think it’s impértapt to recognize that
even 1if the primary n point is negative, is there
something else that these data can tell us that is
important and useful regarding the quéstion does the
vacciné work? That is, is thevvaCCine efficacious,
which is a slightly different questibh from the
primary question in the clinical trial, which was is
the vaccine clinically effective acrivss a broad range
of health economic ?arameters.

If one is interested in asking does the

trial provide useful information on whether or not the

vaccine works, is it efficacious, which I believe is

the question in front of this Committee, then I think

it’s important to ask which is the most appropriate

outcome definition to look at and by what way it’s
measured.

And. I believe that then one looks at the

most specific illness definition that we included as

the prespecified definition, and that would be febrile
upper reséiratory illness. We recognized that when we
wereviooking at different illness definitions in the
study planning stage and from some studieslpublished

since that trial was conducted, including that Dr.

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

28

Arnold Manto published in the Archives of Internal

Medicine, I believe last year looking at the positive

predictive value of various clinical syndromes; we do

believe that the febrile upper respiratory illness
définiﬁion, which most closely apbroximates the CDC’s
ILI surveillance‘definition, is the most spécific for
influenza.

So, that’s why I look at the most specific
illness definition in asking the question does the
vaccine work in adult populations rather than it is
clinical effective across a number of outcome
parameteré.

Then the question is what is the most
efficient way to measure thét.' And I'm, perhaps, a
bit éhagrined in admitﬁing in}retrospect we chose for
the primaryin point ohly, to look at proportions of
pedpie having any event. And recall we were looking
at any febrile illnesé. |

Well, it turns out that people can have
more than one event because many of the febrile

illnesses are not due to influenza. And so if one

.wants to look at the most efficient way to measure the

outcome, one should look at events rates.
So I would propose if the question is does
the vaccine work, that one might look at events rate
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1 and in particular at the febrile upﬁer respirator&
2 illness catégorylbr the severe febrile categories as
| CTE 3 being more specific. And if you looﬁ'at the slide
4 shoWn here -- I don’t have a pointer -- but you can
5 see that the reductions are és they are.shown.
6 . I‘don['t want to shine this in anybody’s
7 eyes. With more'precise estimates thén‘wé saw when we
_‘8 were looking at proportions. And, in fact, the lower
9. confidence bounds for those reductions I havé‘here. I
10 don’t have them on the slide. I‘apologize for that.~
-1l But for febrile upper respiratory illness, the lower
12 || confidence bound for the percent reduction is 12.7 and
© 13 it goes to 33.2 as the upper bound for the 95 pefcent
{TH} 14 confidence interval.
| 15 CHAIRMAN DAUM: Thank‘you very much'fpr
16 | that helpful comment. Comment on this point? Dr.
17 Goldberg?
18 | DR. GOLDBERG: Excuse me. Dr. Nichol --
19 - CHATRMAN DAUM: Dr. Nichol?
20 ‘  DR. GOLDBERG: Am I correct in your saying
21 : that for ahy febrile --
22 ~ CHAIRMAN DAUM: Dr. Goldberg, if you could
"23 | get‘that mike right up close. |
24 : DR. GOLDBERG: For'any‘febrile illness you
25 used‘the proportion of_patients with the event? For
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1 esseﬁtiaily first event?
2 : .DR.,NICHOL: For the primary --
3 || _ DR.,GOLDBERG: And for the others you used
4 an event rate? 1Is that What - |
5 : DR;ANICHOL: For the primary outcome a
6 || = single outcome in measure -- |
7 ‘ DR. GOLDBERG: Right.
8 DR. NICHOL: -- we looked at the
9. proportion of people having any febrile event. We
10 also measured the proportion of people having these
11 - outcomes as well.
12 | DR. GOLDBERG: Okay.
13 DR. NICHOL: And we showed that on a
Cﬁtp 14 previous slide.
15 ; The point I'm making is there’s a single
16 primary outcome, but then if we’'re asking --
17 7 R GOLDBERG: Back up. On this slide am
18 I seeing the effectiveness --
19 } DR. NICHOL: These are évent rates. These
20“'~.are event rates.
21 ‘ ’ DR. GOLDBERG: Also for any febrile
22 | illness, is that an eﬁent rate as well?
23 DR. NICHOL: These are allievent rates.
24 DR. GOLDBERG: Okay. |
25 | DR. NICHCL: The numbers of episodes.
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DR. GOLDBERG: That’s all.

DR. NICHOL: I'm sorry.

DR. GOLDBERG: Thank you.

CHAIRMAN DAUM: We'd like tobmove on now.
Thank you, Dr. Nichol.

To Dr. Schild, whose been patient and
eager to raise a point for our consideration.

DR. SCHILD: A general point, Chairman.

Like Pfofessor Katz, I've found quite a

lot of satisfaction in the efficacy data Presented

yesterday. Howevér, it would be good to see field

data for HIN1 virus.
But I’'d like to address the issue of the
protective efficacy in the face of antigenic and

genetic variation of the viruses. We héd'good data

~about a two year period of antigenic drift for the

H3N2 virus, which showed good cross protection. And

I think it would be highly desirable in the long run

- to know much more about protective efficacy of all
" three types of vaccine in relationship to progressive

antigenic and genetic drift of the virus.

And also in the long run, to be able to
relate that sort of information by immunological
markers. There’s considerable scope for learning much

more about the sort of protective efficacy induced by
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this virus in terms of antibodies local in circulation
and in terms ofvother markérs.

In terms of antigenic'vériation, I think
it would be interesting also to know a bit more about
the neuraminidase contribution. These are long term
issues. I dén’t think’fhey’re issues that can be
resolved within a short period of time.

CHAIRMAN DAUM: There are influenza
experts here whovmight like'to‘say something about

that, or we’ll just take it as a reflection?

Dr. . Schild, we thank you for youi
reflection.
Dr. Kohl, then Dr. .Snider, and Dr.
- Stephens.
DR. KOHL: We’re going‘to épend a lot of
time on side effects later’on; I guess. But my

questibn is related to the interaction of 'side effects
and effectiveness. And what I’'d specifically liké‘to
ask Aviron is do you have any data, since there are a
f?ibt of side effects; some of them bothersome. I think
ﬂﬁﬁere's >an increased fever, especially in young
children,__which might bring .these kids into the
emergency rooms. There's clearly a huge increase'in
"a runny nose,; which oﬁ some occasions might bring

very young children in to see their private doc. And
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that is balanced bf‘tﬁe’effectiveness, the number of
cases of influenza that are préventéd and saving
money.

So, have you or any of yoﬁr colleagues
doné a time benefit analysis, a cost benefit analysis
Lo see what this is going to do in the trenches to the
pediatriciaﬁ,and the pediatric patient?

DR. GREENBERG: Before we answer that
queétiqn, gettihg back to how many children between 12
and 15, we were digging through to give you that
numbexr. That’s 271. I can’t remember asked, but you .
all wanted to know the number.

Steve, the questipn you asked is about
fever énd runny nose. And I think the best thing to
do would be to call up the -- Paul, you’re doing that?

DR. MENDELMAN: Dr. Kohl, I can tell you
the number of differences. The percent with low grade
fever between vaccine and placebo.

DR. KOHL: No, but that’s not what I want.

- I want to know a cost benefit analysis if it’s been

done.

DR. MENDELMAN: Well, I understand the

’question.‘

DR. KOHL: You had done that for adults
and it’s included in the packet and $30 looks like a
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break even point. . What does it look like for kids?
-DR. MENDELMAN: Are we talking about

economic issues?

DR. KOHL: I'm talking about economic
issues. |

DR. MENDELMAN : Okay.

DR. KOHL: But it’s more than economic
issues. It’s 1life issues for pediatricians and

pediatric patients.

DR. MENDELMAN: Okay. There’s an article
coming out in Pediatrics next month. The article is
a cost economic analysis based on data from the
efficacy trial AV006 and a 1list of assﬁmptioné
therein.

The analysis team was Brian Luce’s group
at Medtap International and the various investigatoré,
Dr. Belshe included and Dr. Zangwill and others who
are the investigators in the O6vﬁrial.

There were two numbers. As I remember

;;ﬁhem, if the parent has to take off time from work for

:ftwo hours to take the child in for an immunization,_

the data look identical to data that Dr. Mary
Nettleman has published previousiy wiﬁh ‘,the
inactivated vaccine in children. And thét is, about
$S4 to $5 cost savings.
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If there’s an aiternative to give vaécine,
like a vaccination clinic where the parent doesn’t
have to take‘time from work, again identical to thé
inéctivated vaccine data that Dr. Nettlemaﬁ and her
group has published, it'’s about‘$28 cost savings.

CHAIRMANTDAWQ:.Steve, you could feel free
to return to this issue when we>get to discussion
point four, which is what additional”data you would
like to see‘generated. Bu£ I'd like to mové on to --

DR. GLEZEN: Dr. Daum, could I;méke a
comment that difectly responds to Steve’s question?

CHATRMAN DAUM: I think you may.

DR. GLEZEN: I'm Paul Glezen from Texas.

The last slide thét Paul showed yesterday
looked at the relative risk of visits for. aéute
respiratory diseaée in zero to 14 days after
vaccination and compared it to prevaccine rates and
rates 15 days and greater. And now in three years

data with almost 15,000 doses administered, the

~relative risk for a visit for a acute respiratory

illness is less than one for all acute respiratory

disease categories.
So, from that standpoint we don’t see any
increased burden on the medical care system by these

side reactions to the vaccine.
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CHAIRMAN DAUM: Thank you, Dr. Glezen.

Beﬁore you sit down, are you today, Dr.
Glezen, distinguished academician from Béylor'or are
you speaking now on thé sponsor’s behalf? -

DR. GLEZEN: Well, I don’t know how to
separate that. |

CHAIRMAN DAUM: Well, we need to know that
you can‘t. So, thank you very’much.

Do you have affiliations with the sponsor?
We need to know how to interrupt your comments.

DR. GLEZEN: Okay. The study that we’re
doing in Texas is based on an NIAID grant, but Aviron
provides the vaccine and, of course; holds the IND on
the vaccine. And we have, obviously, participated in

a lot of safety evaluations for Aviron, which will be

" submitted to the FDA for this consideration.

CHAIRMAN DAUM:. I thank you, sir. - And
thank you for your comments.

" Dr. Sqider, ycu wished to make a comment?

DR. SNIDER: I wanted to ask a couple of
éuestions as they relate to efficacy. I know that the
manufacturer’s not asking for an indi¢ation at this

time in persons 65 years of age and older. However,

there was some data presented or someone alluded to

the fact that there was some information available
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that euggested‘that combination of the inactivated
Vaccine, which we know in the older age groups is not
as efficacious as iﬁ is in younger ' age _groups,
typically that_pfetection might be boosted by having
FluMist and the inactivated given in combination. And
so although I understand the reason why people over 65
were randomized to placebo in FluMist, I just wondered
if there was any data for those over 65 as it relates
to receiving both vaccines?

And also had a question about that I
haven’t raised, and that is -- T mean, I think I know
the answer, but I’d like to hear the answer ebout,the.
concomitant use ref ‘antiVirals  neuraminidase
inhibitors, for example?

CHAIRMAN DAUM: Do you want to comment on
that? | |

_DR. GREENBERG} Thefe were two questions
asked. Onebwas the question about over 65 combination
therepy and the other was the,susceptibility of theee

‘Qeccines to antivirals? |
- DR. SNIDER: Yes.

DR. GREENBERG: So the first question, the
combination experiments were mentioned by Dr. Murphy
yesterdey."And those were not Aviron studies, those

were studies carried out by Dr. John Treanor and
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colleagues, whose in the audience, And I think Dr.

Murphy pretty well summarized them yesterday showing
added effect of a combination. But those &re not
Aviron studies.

If you have a more detailed question, I
think you have the PI for those studies here.

As far as the second question goes, we do
héve‘antiviral data which I think is being called up.
And the vaccine aré susceptible both in neuraminidase
inhibitors and to ﬁhe'olaer éntivirals rimantadine and
amantadine.

DR. SNIDER: Could someone remind me of -
the magnitude of the marginal beﬁefit of adding
FlgMist to iﬁactivated?

DR. GREENBERG: Dr. Treanor, can you just
step up?

CHAIRMAN DAUM: Befdre ydu_ start, I
apqlogizé, we néed your name and affiiiation.

DR. TREANOR: Okay. John Treanor,

?ianiversity of Rochester in Rochester, New York.

CHAIRMAN DAUM: And relationship with the
sponsor? | |

DR. TREANOR: We have participated in-a
number of NIH funded studies that involved cold-

adapted vaccine in the years prior to it becoming
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FluMist, and ﬁhen also where the vaccine was supplied
by'Aviron.

And the study that we’re referring to here
was done quite a number of years ago using a cold-
adapted vaccine which was mohovalent‘HBNz, because our

observation had been that in nursing homes pretty

-exclusively in terms of influenza A viruses, we would

see outbreaks of H3N2. And so that study randomized
nursing home residents to receive inac;ivated vaccine
and then either intranasal placebo or intranasal cold-
adapted H3N2 virus. And this was done over a three
year periqd of time.

And in nursing homes where there were
outbreaks‘of influehza A we saw about é 50 percent
reduction in the rate éf ‘iaboratory' confirmed
respiratory illness due to’influenza A in recipients
of combined vaccine.

Now, I  think, you know, there are
obviously several things to keep.in mind about that

stﬁdy. It’'s relatively small. It was designed really

“as a pilot study and not a pivotal trial and it

involved monovalent vaccine in a fairly unique

population of nursing home residents ‘who are
extraordinarily susceptible to illness due to

influenza A in that sort of intense exposure
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environment .

CHAIRMAN DAUM: Thank you verj}_ much.

Let’'s move on.to Dr. Stephens next. It
his,about»this very issue? Okay. Then I’'1ll put you
on the list. There’s Drf Stephens, Dr. Griffin, Dr.
‘Edwards. | |

DR. SNIDER: Bob, I didn’t get an answer
to my question.»

DR. GREENBERG: ' I'm sorry.

CHAIRMAN DAUM: % Could you speék into the
microphone?

DR. GREENBERG: Yes, i put up this slide
and the antiviral part? As I said, and maybe it went
byvtoo quickly, the vaccines aré -- I think I -- we
have the two néuraminidase inhibitors hére, rimatadiﬁe
and amantadine.» And what you have here are pairs, the
wild type parent and the cold-adapted.and inhibitiéns.
And as you can see, when the wild type virus has‘a

sensitive neuraminidase A sort and has a sensitive

f%ﬁeuraminidase. And the type As are susceptible to

~amantadine and rimantadine.

And a B virus, do we have that here? Yes.
B virus is resistance, as you would expect.
CHAIRMAN DAUM: Thank you.

Maybe I should check. Dr. Snider, does
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that take care of your questions? Good.

Dr. Stephens is next and then Dr. Griffin,
Dr. Edwafds.

DR. STEPHENS: iMy‘ questions concern
efficacy in  thé older adult population and
specifically data in the 50 to 64 year old group. I
think that’s the other end of the spectrum that there
may be limited data concerning efficacy. |

And the second question concerns effiéacy '
in immuno—cclampromis’e'd populations, which is an area we:
haven’t heard a lot of data on at this point.

CHAIRMAN DAUM: Let’s hear the answer to
that and remember that it isn’t really part ofv
queéﬁion one, but might be‘soﬁething to revisit under
discussion point number four. |

DR. STEPHENS: It is part of the question.
It’'s part B. |

CHAIRMAN DAUM: ‘Let’s hear the answer to
that, because it’s an important part of question one.
- DR. GREENBERG; We’'re not totally seamless
in calling up slides.

DR.‘NICHOL; Forgive me if-I;m creating a
little deiay heré in moving'fofward and asking some
questioné. |

With regard tb the clinical effectiveness
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trial in the healthy working adults, a subgroup

analysis has been done using both an under 40 and

. greater or equal to 40 age split, which approximates

a 50/50 split in terms of the age distribution, the
partiéipants.

We’'ve also looked at an over 50 &ersus
under 50 split, and’there’s no evidence of a decrement
in.the benefit of the vaccination in the older age
grou@, as I recall, in any of the outcomeé‘that weré
loocked at. Because of the subgroup analysis some of
the numberé; obviously, are small. But in terms of
interaction between age énd effectiveness, there’'s no'
evidence of an interaction.

Does that --

DR. STEPHENS: Do you have this broken
down between 50 and 64 is the specifié question?

DR. NICHOL: Yes. I'm sorry, I guess .

that’s where I Created some,confusion. This is the 40

split and then these are -- it’s not quite the way I

was expecting the data to .come up, but this is an

JQQanalysis looking at the 50 over versus under 50

showing statistically significant p-values for

effectiveness. But what the question really is, I

‘believe, is is there a difference in effectiveness

between under 50 and 50 and over. And there’'s no
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‘evidence of fall-off in effectiveness. Those p-values
when comparing under 50 to 50 and over are géﬁerally
'all’about .5 or greater.

Does that --

DR. STEPHENS: Yes,_that’s helpful. And
the n number oﬁ thesé data?

DR. GREENBERG: The numbers over 50 were
what, Paul? The numbers are getting smaller.

DR. MENDELMAN : “ The \ numbérs are
approximately 439 FluMist'iecipients and 200 plus
placebo recipients in that analysis thaﬁ you just saw, .
50 to 64. |

And this is the analysis you just askéd
for, and Kristin, if you could present that?

DR. NICHOL: Right. What we’ve shown here
in terms of _pércent reduction and outcomes, the
compafisons are beﬁween under 50 vérsus-SO and over.
Sé it’'s é question of is thére a difference in
effectiveness. And you couid look at occurrence of

llness or days of illness across all of the various

bﬁtcome definitions. You’ll see that the -- oh, I’'m
- sorry. The n’s are up there.

The n’s are‘§,920 for under 50 for all
participants and 641 for participants.SO years of age
and over. And again; as you’ll lock across’the TOWS
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there,btﬁe p-veluee are for diffeiences in efficacy or
effectiveness between the age groups.

CHAIRMAN DAUM: A couple of  those
comparisons the p-values are significant. Do you want
to make any comment on those or not?

DR. NICHOL: The ones that are.significant
here are 1in the categories of missed WOrk or
healthcare proVider visits where it looks as if there
was some difference by age group. And I will just note
that in those cases, it appeafs as if the benefit was
greater iﬁ the older age group both for the category
of febrile upper respiratory illness.

'CHAIRMAN DAUM: The healthcare provider
was --

bR. NICHOL: Paidon me?

DR. DAUM: The healthcare provider is --

DR. NICHOLn‘ Right, both.missed.worked and
healthcare provider visits looked as if‘there was a
greater reduction in the older age group.

CHAIRMAN DAUM: Thank vyou. That was

‘Tpretty‘nimble..

Dr. Griffin?
DR. STEPHENS: A second. part of  the
question --

CHAIRMAN DAUM: Sorry.
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DR. STEPHENS:V -- had to do with the
immuno-compfomised --

CHAIRMAN DAUM: These two partners are
getting to me a little bit.‘i’m sorry. You want to
vstate the question again,. David.

DR. STEPHENS: Well, my concern, we;ve
heard a little bit of data about the HIV -- there was
a small study in the HIV population. There is some VA -
data. But I mean, obviously, influenza is an
impOrtaﬁtissue:hlimmuno—dompromisaﬂpopulations,and
I just wanted to feel reassured, iﬁ you will, that the
effiéacy’ in those‘ populations, 'rehal -failure for -
example, diabetes; those.popuiations in adults that
mayvbenefit most from this vaccine. Do you have data?

DR. GREENBERG: No, we don’t. We do not
have efficacy data in those high risk populations.

CHAIRMAN DAUM: And it’s keying in on that
part of what you said that I thought you could reraise

that as part of discussion point four what additional

Li&ata are needed. And I agree with you.

DR. GREENBERG: I do want to remind you,

although I know you know it, we’re not seeking an

indication for those populations.

CHAIRMAN DAUM: Dr. Edwards?

DR. EDWARDS: Yes. I wanted to talk a
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littlé bit abput a practical issqe, and that’s because
i(m a mother and also a pediatrician.

| I know that many times children have runny
noses constantly. So the practical issues of the
édministration of the'vaccine in the face of URIs or

how is a pediatrician or a family practitioner going

to -- what kind of instructions practically do you

have? And do you have any data if there is some runny
nose present whether the take is okay or whether
adverse  events are unacceptable? I know we’re not

talking about safety. I'm just talking about

efficacy. But if you have a little safety, you might

want to throw it in.
CHAIRMAN DAUM: We wouldn’t be offended.
DR. BELSHE: There is no backup slide on
this, but there is some aneédotal data.
First of all, let me comment a little bit

about the way in which we collected data and the

- children given a placebo versus vaccine, the normal

féllantoib fluid.

I got the impression that people were

concerned that normal allantoic fluid was causing 20
i .

percent #unny nose. That’s not the case. We enroll
children and selected only children without a runny

nose at time zero on day zero, and then gave them
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vaccine or allantoic fluid internasally. And by the
time those children get home, the mother’s check on

the diary card on day zero 10 percent of the time that

'children‘have runny nose. And then on day two it goes

up to 20 percént and it stays at 20 percent for the

duration of the diary card.

So what we’re seeing is a retﬁrn to normal
baseline-rate of 20 percent runny nose in children on
any given‘day. And so it’s not the normal allantoic
fluid, in my opinion, that’srcausing that 20 percent
rhinorrhea, it’s Jjust the nature of children 20
percent of the time have a runny nose.

So, ih year four of the‘efficacy field
trial we did enroll a small new cohort and changed thé
éntry criteria so that they could be enrolled énd have
runny nose.. And there is just a handful of data on
that, and the data do not suggest, although it is

almost anecdotal to be so small, that runny nose in

 anyway inhibits response to the FluMist. There’s no

=&iinhibition.

CHAIRMAN DAUM: No. inhibition of what?

DR. BELSHE: In a small number.

CHAIRMAN DAUM: Of what?- Of immune
response or -- |

DR. BELSHE: Of_kantibbdy response to
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FluMist.

CHAIRMAN DAUM: Thank you, Dr. Belshe.
That‘Was‘a helpful orientation. | |

Is there other Committee input on this
question one? Dr. Griffin?

DR. GRIFFIN: . Part of question 1(a) is if
two dosés are recommended, please discuss the age
range for this regiment and the recommeﬁded timing of
the doses.

| Okay. We talked a little bit about the
timing, but I héven't seen any data that éupﬁorts the .

current request that it be for children under the age -

~of 9. And so I just wondered where that data comes

from4that chooées that cut off point for two doses
béfore 9 andvonce does after? |

DR. MENDELMAN: In pafﬁ( we accépted the
epidemiological data and the decisions of the
inacti?ated vaccine for two doseé‘to be administered

to children under 9 years of age if they’ve not been

reviously vaccinated. And then children over 9 would

‘receive a single dose.

And Dr. GleZen in the audience could
comment‘furthér. I believe he presented data at ACIP
and pdssibly.td this Committee in the past. I fhink
Paul would be the right person to address that
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epidemiologibglly.

CHAIRMAN_DAUM:k Woﬁld you like to hear
that, Dr. Griffin? | R

DR. GRIFFIN: Yes, please.

CHAIRMAN DAUM: Okay. Dr. Glezen( are you
‘available, willing? o

DR. GLEZEN: Yes. Paul Glezen.

We've iooked at this in relation to the
recommendation for inactivéted vaccine, and I think
that’s the origin of this recommendation is that
traditionally inactivatea vaccine We recommend two
doses for kids under 9.

We considered this related to when natural
priming occurs. Because if a child has been primed by
natural infection with‘flu, they respoﬁd very well to
inacﬁivated‘vaccine now we're talking about, not live.
And in our longitudinal studies of children in the
‘Houston Family Study, and I know Bill Gruber had some
data and we talked about this at the time. We found

éfthat almost all children have had experience with all
-?ﬁhfee_ circulating strains by the time they' enter

school at 5 or 6 yéars of age;‘ And we thought that

this could be safely dropped. But for some reason or

other when I proposed this, there was some technical

reason that had to do with studies of -- well, I can't
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remember. But it was rejected. And the rejection came

from an ocbjection by the FDA liaison to the ACIP at

~that time, I remember.

But basically the studies show that kids
respond very well. Now, when it cémes to the live
attenuated vaccine our experience is that a single
dose, and when you look at the data for one dose, that
mostly comes from Houston. We found that one dose is
effective. In all our previous studies we’ve usedia
single dose. And whether we’re talking HIN1 or B or
H3, we’ve found that one dose has provided very good
protection so that we haven’t feit the necessity to
use two doses for‘any of the kids. But I’'ll leave
that argument until later.

DR. GREENBERG: Can I just ;—’

CHAIRMAN DAUM: On this vefy point?

‘DR. GREENBERG: Yes.

CHAIRMAN DAUM: Okay.

| DR. GREENBERG: I just wanted to clarify
for Diane and for the Committee, it’s two dosesvfof
children under the age of 9 for the first time. Once
they have received the vacciné, it’s one dose.

CHAIRMAN DAUM: Dr. Eickhoff, this very
point. o |

DR. EICKHOFF: A question for Dr. Glezen.
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Would.you be content with just a single dose for a 15
month old child?

DR. GLEZEN: My main consideration is
public health implications. I think that being the
current state of affairs that if we gave a 1,000 kids
a single dose, we’d be a lot better off in giving 500
kids two doses for the community and our general
health status. And it’s pretty‘hard from a public
health standpoint to recommend two doses when we're
not doing a very good delivering vaccine to our total
population. So if we canv get single dose to
everybddy, we’ll be a lot better off.

CHAIRMAN DAUM: But that’s not the choice

before the Committee. We’re asking you to --

DR. GLEZEN: Yes, I understand that. I
understand that.

CHAIRMAN DAUM: step into a perfect world
where theré’s a 100 percént qoverage and everyone does
the right thing. Do we need one or two doses?
| DR. GLEZEN: Right. Well, I've been
tempted to get up several times when you'’ve talked
about HIN1l, because this past winter we gave vaccine
in the face of an HIN1 epidemic in Texas. 5,000 kiaé
were given,HlNl New Caledqn;aaStrain. This was a new
variant'aﬁd previous ‘studies had éhowh vefy little
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cross protection by'previous HIN1 strains. And we Were
quite delighted to find that a single dose resulted in
apparent gdod protectioﬁ frqm our unblinded study in
that we only saw one breakthrough. aAnd if we looked
at the culture positive illness in age eligible kids

in the same community and compared it to culture

- positive illnesses in vaccine recipients, and this is

a rough very crude estimate of éfficacy, it would have
been 91 percent protection against HIN1 culture
§ositive illness in our study last winter.

And that was a total Of several hundred
kids being cultured, so that I feel‘very comfortable;~
the efficacy standing point with one dose in any age
group.

DR. KOHL: Paul, these Were’previously
unvaccinated. 'Paul Glezeﬁ. These were previously
unvacciﬁatea children who got‘one'dose of vaccine?

DR. MINK: And the youngest age‘groupz

DR. GLEZEN: The youngest, 18 months. And
the youngest -- over»2,0dO got theif first dose. And
thefe were 3,000 -~ we had the data broken down by
whether or not they got vaccine 98, ’99 or 2000,
whether they had multiple doses and all thét. And the
protection looks good fér both delivery of vaccine in

99 or 2000.
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CHAIRMAN DAUM: Dr. Griffin had a comment

~or question for Dr. Glezen also? No. A comment on

this issue?

DR. GRIFFIN: Yes.‘I just want to make
sure I understand that what the basis of the data on
which we’re being asked.to vote, basically, on a two
dose schedule and the age range which a two dose
schedule would be recommended. And it’s my
understanding that this is based purely on the ACIP --
those CDC recommendations for the inaétivated vaccine
and that there are no specific data addressing this
point from Aviron. |

CHAIRMAN DAUM: Well,-I think we heard
some about sero—conversion rates for HIN1 with one and
two doses.. And I think --

DR. GRIFFIN} No, we didn’t that broken
doWn by age and so we didn’t have thaﬁvbrokén'doWh by
age in this range from, you know, under two, under
three, under foﬁr --. you know.

CHAIRMAN DAUM: Let’s take that point to
the finish line. Do we have those data broken down by
age, becausé they’re obviouély very important to this
issue?

DR. GREENBERG: We don’t have it on a

- disk, but we can get it. It’s in -- we have it, but
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we don’t have in front of us.

Are you saying we can get it and bring it

to the Committee? So can we just table that. Can

Diane wait -

CHAIRMAN DAUM: We can.v We can.

I have Dr; Katz and Steinhoff écheduled as
the next two. I'd like to try and ask the Committee
now to really bring their thoughts to bear on question
one and to. focus now on‘comments that have to do»With
your ability to diréctly deal with this question.

What I'd like to do is have issues that
haven’t been raised and need clarification flushed out

in the next few minutes. 'Then go to the open public

‘hearing, which you must do before a vote, and then

~ vote on this question one. Because we need to spend

time on question two, the safety question, the same

.depth as this and it’s Very important that we come to

some closure.

So, 1I have- Dr. Kaﬁzvrand Steinhoff
scheduled to speak. We hope that Dr. Greenberg, et
al[ can provide these-serology data for us on the two
dose one dose issué.'Andfthen I'd ask additional
speakers to really address question 1, issues that
haven’t been raised.

Dr. Katz?
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MR. KATZ: I'11 déféfito‘the Congressman
from Méryland. | |

DR. STEINHOFF; I'm not a COngressman,
thank you very much.

Actually, this is an observation about the
two dose for the first time immunization of infants.
It’s an Qbsérvation.

And that is if you wantvto do that and if
you think about the child as the child goes through

time, if you ask for two doses and then another dose

‘the next year, which is the intention, that child will

get three dqses in a 12 month period.

If you say well one dose is enough, and
from what I‘ve seen it looks like one dose probably ié
enough in terms of effectiveness‘and,efficagy, perhaps
not for immunogenicity. If one dose is enough, then

that child will get two doses within a 12 month

period.

CHAIRMAN DAUM: Thank you. That’s very

" helpful.

Are we ready?‘ Okay, give.me a signal or
something, that’s'what to do.

As  we approach the thinking- - on the
question, I wouidvremind the Committee to try and do

a mental gymnastics exercise which is very important.
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And th;ﬁ is to ‘considér in your voting on this
question and dealing with’ it the data that are
submitted ih the BLA. We’ve heard a lot,Qf data, some
in it, some not in it and I'm not I must say 100
percent certain myself which is which. And we might
ask Dr. Mink .and Geber and anyoné else at the table to
speak to that issue before we actﬁally-come to it. But
the Committee is asked to reflect on data on the BLA
in addressing these questions.
Dr. Edwards?
DR. EDWARDS: I think one of the problems

that I'm having is trying to separate what has been

presented for the licensee of this product and the

bulk or a lot of data that has existed befére with a
slightly different product. And also the data that is
still out there that we hope will shed some light on
some of‘the struggles we’'re haﬁing.

I think we're being‘asked to license a

vaccine -- or to recommend the licensing of a

" vaccination for children that are one to two in age

and we have 200 children that are in that group.

We’'re being asked to vote whether one dose
is adequate and the data that we have with this

product 1is, at least in 006, is less than 200

‘children.
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1 So we're being asked to make important

2 decisioﬁs on really relatively small numbers. That'’'s

Kj“b 3 not to say that the previdué éxperiencé wouldn'’t

4 1 suggest that one dose may be adequate and that it may

| 5 be adequate in young‘children. But I think it’s very

% 6 - difficult to know, and perhaps this is just rewording

| 7 what you were just warning us about, what we are to
8 comment on.

9 _ § CHAIRMAN DAUM:  Thank you very much. I

10 must say before we go to Dr. Greenberg, I know you'’re

11 there, we are not voting to license anything; And.

12 it’'s very important we understand that.

13 DR. EDWARDS: I know; I'm sorry. I know

14 ‘what I’'m supposed to be doing, so I'm sorry I

15 misspoke.

16 CHAIRMAN DAUM: Bﬁt it’s impértant that
| 17 everybody understand. We are voting merely to advice
é 18 the FDA of our opinions about the questions that we're
j 19 being asked; And so it’s an important distinction.

20 . | Dr. Greenberg?

21 || . DR. GREENBERG: I was confused by pr.

22 Edwards comments. 