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preventive vaccine.

Approval of nost drugs and other therapeutic
products are based on substantial evidence of efficacy from at
| east two well controlled clinical studies.

Substantial evidence for drugs and therapeutic
products is comonly determ ned by hypothesis testing using an
acceptable level of statistical significance, usually less than
. 05.

For preventive vaccines, much nore enphasis is
pl aced on the efficacy estimates and the 95 percent confidence
limts. For nmost preventive vaccines, efficacy estimtes are
relatively high, and confidence intervals are substantially above
zero.

Wl |, decisions about the approval of Prevnar for
prevention of acute otitis media could have inplications for the
approval of other pneunococcal vaccines. Current thinking at the
Ofice of Vaccines is that an indication for prevention of otitis
medi a should stand on its own because |icense applications for
ot her new pneunococcal vaccines for prevention of acute otitis
media may not include evidence for prevention of invasive
di sease.

Approval of an otitis media indication for Prevnar
would set a precedent for the level of efficacy, the type of
data, and the preferred endpoints for |licensure of other

pneunococcal vaccines whether or not |license applications for
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these other products include evidence of efficacy for prevention
of invasive disease.

One possible scenario that Dr. Siber also
di scussed this morning is that it's possible that a different
vacci ne could prevent nore acute otitis nedia episodes, but still
have | ess vaccine serotype specific efficacy. That's a possible
scenari o.

Vll, if evidence of efficacy in preventing acute
otitis media is judged adequate, then a new indication that
describes the treatnment effect of Prevnar regarding acute otitis
nmedia will be included in the | abel indication.

The sponsor proposes an indication for prevention
of AOM linmted to serotypes represented in Prevnar. Sone
considerations here include that that indication would reflect
the primary endpoint in the Finnish study, but not the prinary
endpoi nt in the Kaiser study.

Al so, focusing on serotype specific efficacy does
not capture the treatnent effect for vaccine related serotypes,
nor the negative efficacy for unrel ated pneunpbcoccal serotypes.

Efficacy estimates were relatively low for some of
the outcomes and confidence intervals were relatively wide for
sone of the outcones.

VWll, in the risk-benefit assessment of product
approval s by FDA, substantial evidence of clinical benefit nust

be provided from well controlled studies. A decrease in office
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visits for otitis media and potential cost savings of nedical
care related to otitis media have been cited by the sponsor and
inthe literature anong the benefits of Prevnar related to otitis
nedi a.

To the extent that office visits reflect patient
di sease, they may be considered in the assessnent of clinical
benefit for the basis of a regulatory decision. However ,
econom ¢ benefit is not considered in the efficacy eval uation by
FDA.

Approval of an indication for prevention of otitis
media would normally allow the manufacturer to distribute
marketing materials pronmoting use of the product based on
information included in the approved | abeling. Concerns have
been expressed about unrealistic public expectations regarding
the effect of Prevnar and acute otitis nedia.

The potential for msleading public expectations
with marketing materials exists for all products and all approved
i ndi cati ons. However, FDA is enpowered to restrict unrealistic
mar keting clai ns. Regul ations require that advertisenents and
pronotional |abeling be submitted to Siber for review, and any
advertisements that are judged false, lacking in fair bal ance can
result in a product being m sbranded and then multiple corrective
actions are then possible.

That concl udes ny presentation.

CHAI RVAN  DAUM Are you going to have a
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statistical presentation also about --

DR PRATT: There won't be a separate statistical
presentation. However, we're happy to take questions relating to
the statistics.

CHAl RVAN DAUM  kay. Then | think the way we'll
proceed is that we'll open the floor. We'll thank you, Dr.
Pratt. Then we'll open the floor to the committee for questions
and comments on your presentation with respect to clarifying what
was said.

Ms. Fisher.

M5. FlI SHER That was an excellent presentation
that we can al ways expect from you.

| have a question. What is your definition of
substantial evidence of clinical benefit? Does that nmean
clinical benefit to the individual child?

DR PRATT: | think we nean by clinical benefit to
the individual. What is substantial, | think, is open to
interpretation, and we'd be interested in hearing the committee's
views on that as well.

As | said, for drugs substantial evidence usually
means two well controlled studies and statistical significance at
the .05 |evel.

CHAI RMAN DAUM  Dr. d ode.

DR G.ODE I'm referring to page 22 of your

handout. It's about the PE tube pl acenent issue.
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DR PRATT: Right.

DR G.ODE And this is my question. In the
Kai ser study there was a statistically significant overall
reduction in all episodes of otitis media. That was not found in
Fi nl and, but the study was not powered to show that effect.

DR PRATT: That's correct. The estimates were
actually quite simlar.

DR G.ODEE Right. Oay. |If we now go to PE tube
pl acement, and so nmy question has to do with the power of the
study to show an effect in Finland. So there is a reduction. It
| ooks to nme |ike approximately 13 percent.

The preval ence or incidence of PE tube placenent
was higher; | understand that, during the early period than
usually occurs in Finland, but was the study powered to show if
there had been a 20 percent reduction, would that have been
statistically significant?

DR PRATT: Right. The Finnish otitis nedia study
actually did not look at tynpanostony tube placenent as an
endpoint. That was sonething that the FDA requested during the
review period, that they go back and |ook at that. Ve were
| ooki ng at consistency of effect with what was observed in the
Kai ser study.

So, no, the study was not planned to |ook at that
at all.

DR G.ODE: And then could I ask one quick foll ow
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up?

So, | nean, was your conclusion that it was
consi stent or inconsistent? In the Kaiser study it showed a
significant reduction, and in the Finnish study it didn't. Isn't

the early period nore conparable between the two studies as
opposed to that late foll ow up?

DR PRATT: That's correct. I think that the
early period is much nore conparabl e.

Yes, they were not consistent. Agai n, you know,
with the reservation that this study was not really designed to
ook at that, | think nmaybe the ascertainment of all of those
tynpanostonry tube placements might be in question, though they
actually found that the rate was quite high. So | guess
ascertai nment was fairly good.

And, yes, the ascertainnent or the nunber of ear
tube's placenment was higher than expected, | think, in that
st udy.

CHAI RVAN DAUM  Thank you.

Dr. Markovitz.

DR MARKOVI TZ: Yes. I''m curious. Is there any
precedence from the FDA point of view for this committee being
asked to approve an indication with such low sort of |evels of
efficacy? Has this cone up before just for historical purposes
i n hel ping us think about this?

DR PRATT: I think for an historical perspective
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| might turn to Karen Col denthal or Karen M dthun.

DR GOLDENTHAL: W have considered sone vaccines
with lowish efficacy or lower than wusual, if you wll. One
exanpl e that comes to mind was a typhoid vaccine, Typh Vi, and as
| recall the point estinmate of efficacy was about 55 percent and
74 percent for two trials, respectively.

And, of course, that vaccine was approved. | also
think that there's sone ol der vaccines that night have | ower, you
know, efficacy.

Dixie, it |looked |ike you were --

CHAl RVAN DAUM  Thank you, Dr. Col denthal .

Dr. Snider is next.

DR SNIDER  Yes, i was just going to nention from
nmy old days BCG vaccine efficacy, of course, would be one where
you woul d be | ooking at |ower efficacy.

Al so, there is the issue that we have to confront
here around semantics because if you really start |ooking
carefully at the words that you' re using, it's sort of anal ogous
to saying, let's say, for BCG vaccine, for exanple, how nuch
pneunonia do you prevent or wth neasles vaccine, how nuch skin
rash do you prevent.

Because acute otitis media is due to multiple
di fferent organisms, probably nostly viruses. So when you start
looking at nore ill defined endpoints, then obviously efficacy

goes down, and it would go down for other vaccines that we've
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licensed as well if you use endpoints that are | ess specific.

So | just wanted to raise that issue because |
think we are confronted with the semantic problemas well as the
scientific issue.

CHAl RVAN DAUM  Thank you, Dr. Snider.

I"d like to pose a question before | call on Dr.
Katz, and it goes to the question that was asked before about
precedent perhaps. Here we have a licensed vaccine with somne
rather stunning efficacy performance data against invasive
di sease, and now the very nice data that Steve showed us this
nmorning in ternms of what happened since it's been out there.

W have at |east two conmittees that |I'm aware of,
and probably nmore, that have recommended this vaccine be given to
every child born in this country, and that is if we can keep the
supply chain going. That, in fact, is happening and wll
conti nue to happen.

So I'm not quite clear how the agency, and 1'd
also like to hear how the sponsor views this request for an
addi tional indication. I'"'m not clear exactly what it nmeans.
W're already using the vaccine in a licensed way with a very
acceptable safety profile and a wonderful efficacy trial for
everyone. What will change if acute otitis nedia is added to the
package insert?

I'"d actually like to hear fromboth the agency and

the sponsor in ternms of the inplications of what we're talking
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about here.

DR PRATT: Well, | think anything that goes into
t he vacci ne | abel can serve as the basis of pronotion.

CHAl RVAN DAUM  Pronoti on neani ng adverti sement ?

DR PRATT: Advertisement, yes.

CHAI RVAN  DAUM So that's how the agency
interprets this request.

DR PRATT: Well, | think it's one interpretation.

Karen, do you have sonething to say?

DR GOLDENTHAL: | also think that the agency
believes, as Doug mentioned in his presentation, that the
i ndi cati on would have to stand on its own nerits.

CHAl RVAN DAUM  Wbul d the sponsor care to coment

on this before we nove on to Dr. Katz, then Dr. Overturf?

DR Sl BER Al right. Let me talk about two
aspects of this. From a purely scientific and communications
point of view, | think having a package insert that describes the

effects of a vaccine that are published now and wi dely discussed
and does so in an accurate way that is carefully reviewed between
the sponsor and FDA is in the interest of proper conmunication
about the benefits of the vaccine and its effects.

In the absence of that, physicians and parents are
left to draw their own conclusions frommedia reports or whatever
sources they might have, and | don't think that may be as

accurate as what would be witten in the body of the insert.
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to comment is that there are, | understand,
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not the best person

constrai nts on what

our staff are allowed to say when there is no nention of an

indication in the package insert, which is not in the best

interest of accurate comunication when you're constrained in

t hat way.

From the vantage of whether it's an indication or
not, | think the issue beconmes the one at least from ny
scientific vantage, the one | nentioned, and that is if the
standard for licensing a vaccine is sone benchmark of efficacy

agai nst a syndrome caused by nmany agents, i
chill on the potential.

Let ne give you an exanple

t would put a real

. A non-typeabl e

Henophi | us Mraxella vacci ne, which a nunber of manufacturers are

working on, | don't think will have nuch nore of an inpact on

otitis media than a pneunococcal vaccine. It
a similar nunber of otitis nedias.

And one would want wultinate

wi Il probably cause

ly a vaccine that

covers those pathogens. I don't see a way to license that

vacci ne. If you all tell us that while ten percent effect or

ei ght percent effect or whatever, it's just
as an indication.

The only indication for that
children woul d be otitis nedia.

CHAI RVAN  DAUM Thank you ver
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Dr. Pratt.

Dr. Katz and then Dr. COverturf, and Dr. Stephens.

DR KATzZ: | had a commrent which maybe has passed
by, which was about the efficacy of vaccines and licensure. This
is a very major argunment, as many people around the table know,
when you tal k about HV vacci nes.

How nuch wll vyou invest in vaccine research,
devel opnent, and licensure of a vaccine to prevent a disease
that's 100 percent fatal, but this vaccine nmay only protect 30
percent of people or it may only prevent clinical disease, but
virema will continue?

There are a lot of these issues that are certainly
going to be faced when H V vaccines come to licensure, but it's
appl es and oranges, | reali ze.

I wanted to ask a question maybe of R chard

Schwart z. Frequently the statement is made that of all otitis
media that occurs, pneunbcoccal s nore aggressive, nore
virulent, apt to be nore overt. So that the question of

percentage nmay al so be nodi fi ed sonewhat by that.

Can you corroborate that or deny it?

DR SCHWARTZ: Based on both experience over a
long tine, oh, 25 years maybe, and published research that Dr.
Rodriguez and | did where we |ooked at this was culture proven
acute otitis nedia, looking at different pathogens that were

obtained fromthe mddle ear fluid, and conparing that w th what
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t he appearance of the eardrum and the height of the fever were at
the tine of presentation, those who had streptococcus pneunonia

or pneunococcus had higher fevers, statistically higher fevers,

and al so a nore angry appearance, nore red, if you will, but nore
than red.

The drug, it's not just a red eardrum that's
bul gi ng. It has a very thinned out appearance. Oten the

epithelial cells on the surface of the eardrum that you're
| ooking at begin to peel off. So there's a very noxious organi sm
inside that's causing this drum to wundergo sonme anatonical
changes. It's dying. It doesn't die conpletely, but at |east
the outer layer peels off just simlar to a bad sunburn. In
fact, it looks like a bad peeling sunburn.

So sonehow pneunobcoccus i s meaner. It's not only
nmeaner by look. O the three major organisnms, it's the only one
that has any substantial bearing on separative conplications of
ear infections, such as acute mastoiditis.

If you | ook at pneumpbcoccus, Haenophilus influenza

and Mraxella, only the pneunococcus is incrimnated of those
three in acute mastoiditis, sa well as Goup A strep. and
sonet i mes st aph.

But the other two, pretty nuch they're mddle ear
bugs, and they stay in the mddle ear, assuming we're talking
about mddle ear infections. They don't go anypl ace. They

usually don't do very m schievous things, and they don't have the
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sanme inmport that the pneunbcoccus does.

CHAI RVAN DAUM  Thank you.

I"'m going to try and return the conmittee to the
i ssue of the FDA presentation primarily and ask Dr. Overturf and
St ephens, who are waiting patiently, to direct questions to Dr.
Pratt and clarify anything that they wish himto conment on.

Dr. Overturf.

DR OVERTURF: I'd just like to reiterate again
two mmj or agencies have recomrended that all children less than
two years of age in schedules that were in the original
application and were approved. And actually nmost of this
additional data really is enbodied in children less than two
years of age, for which we already have an indication.

So the issue really is -- one is to put in new
| anguage that would include otitis media. The other issue is:
is there a different process for including data on otitis nedia
and the outcomes of the vaccine on otitis media w thout putting
an indication in the package | abeling?

Does the FDA handle that differently at all?

Dr. Pratt mentioned that we can anend safety data.

The issue is: can you amend data or can it be put in the
application without a specific recomrendation for an indication?

DR PRATT: Ri ght . Data can be included in the
clinical pharnmacol ogy section of the I abel without an indication.

That is a possible way to include data.
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DR OVERTURF: But that's not one of the questions

you' re aski ng.

DR PRATT: | see Dr. Mdthun wants to conment
her e.

DR M DTHUN: I guess I'd like to speak to that.
I think in general -- can you hear ne?

Ckay. I think that in general we do not like to

include data in the clinical study section of the label if we
don't believe that those data actually -- especially for efficacy
data, if we don't feel that the data really support the efficacy
of the particular outcome that's being descri bed.

CHAI RVAN  DAUM Thank you for <clarifying, Dr.
M dt hun.

Dr. Stephens and then Dr. Snider, please.

DR STEPHENS: I'd like you to comment on two

guestions that were raised in your briefing. One is this issue

that | think was also raised in the New England Journal of
Medi ci ne about the less credibility. If we approve this as a
reconmendation, wll this have less credible effect upon the

current recomendations, given sone of the issues in terns of
percent ages and so forth of efficacy? That's one question.

And a second has to do with the standards for the
i censure of other conjugate pneunpcoccal vaccines and whether in
your mind this will enhance, decrease, change those standards.

DR PRATT: I think what respect to the first
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point, the coment in the New England Journal. | really don't
have any conment on that. That is a comrent from one of the
correspondents. | have no comment on that.

Wth respect to whether this would nmake it easier
or nore difficult for a pneunococcal vaccine to be |icensed,
it's hard to say. As | said in ny presentation, | think it would
set a precedent for the type of data, the endpoints that would be
of interest, and the |level of efficacy.

They did provide two well controlled clinical
trials. Each one of themnet the primary endpoint. | think that
woul d set a level of efficacy for this indication.

CHAI RVAN DAUM  Thank you very much.

Dr. Snider, please, and then Dr. Decker.

DR SNI DER I had two issues. One, | would
wonder if FDA or the sponsor had any further comrents about
efficacy against serotype 19F, why there may be less efficacy
agai nst that particular serotype in this vaccine.

| noticed, but it's just a subjective inpression,
that it appeared to nme there was | ess boosting of the serol ogical
response on a percentage basis fromthe third or after the fourth
dose with 19F, even though the GMCs were in the range.

So I'd like sonme conment on that.

Al so, I'd be interested in some additional
conment s about this business about replacenment and whether there

is replacement with other serotypes and how you view that, if
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there is repl acenent.

I'm confused because Northern California Kaiser
didn't seem to see replacement in a nore general way, | guess,
but whet her that means replacenent with serotypes that cause |ess
severe di sease and whether those are serotypes that are also | ess
likely to be drug resistant, and whether those, also, that are
less likely to be drug resistant are just less comon in the
popul ation and, therefore, been | ess exposed to drugs.

I guess | don't understand the biology here of why
sone serotypes are nore drug resistant than others.

DR PRATT: Maybe taking the second point
first,what was the second point again? |'msorry.

(Laughter.)

DR SN DER Is there really replacenent, and if
so, what is the significance of that?

DR PRATT: Ri ght . Wll, | think the antibiotic
resistance is clearly nost common in those serotypes included in
t he vacci ne. Repl acement was observed in the context of the
Fi nni sh st udy. It's not clear whether that will actually occur
in the general population. Again, this was fromear tube taps.

There may also be sone data about nasopharyngeal
carriage and whether there mght be replacenent there. | think
|'ve seen sone data to that effect from Ron Dagan.

But for the tine being anyway, to the extent that

vacci ne serotypes are replaced by non-vaccine serotypes, it
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appears that one would be replacing nore resistant organisms wth
nore suscepti bl e organi sns.

Over time there may be antibiotic pressure on
these as well, and they could al so becone resistant over tine.

CHAI RVAN  DAUM ?Di xi e, does that address your
guestions or are we |eaving one out?

DR SNIDER. N neteen F.

DR PRATT: N neteen F. W also observed what you

saw, that the booster responses were not quite as robust as sone

of the other serotypes, but | don't have any real insight into
the differential efficacy for 19F. The sponsor nmay have sone
i nsi ght.

DR SN DER What would be the efficacy if you
took out 19F? | nean, would it junp up substantially?

DR PRATT: W didn't analyze it that way. So |
can't answer that.

CHAl RVAN DAUM  Let's nove on to Dr. Decker, then
Dr. Parsonnet.

DR DECKER Dr. Mdthun nentioned that FDA feels
that evidence of efficacy robust enough to be in the clinical
phar macol ogy section -- let me rephrase that -- that evidence of
efficacy should not be in the clinical epidemology section
unless it's robust enough to support an indication.

Did | paraphrase that correctly?

DR M DTHUN: Yes.
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DR DECKER Does it then hold by inference that
evi dence of efficacy robust enough to be long in the clinical
phar macol ogy section should be supporting an indication that
shoul d be added?

DR MDTHUN: It would depend on how the study was
conducted and what the primary endpoint of the study was and what
had prospectively been planned to be denonstrated. So | think
there would be a nunber of different factors that one would have
to consider.

DR DECKER: But assuming those were nmet, if it's
good enough for the clinical pharnacology, it's good enough for
an indication?

DR MDTHUN. If the sponsor were to request this
indication and the data supported it, and it had been
prospectively indicated as being a major outcome in the study,
you know, yes, in general that would be the case.

CHAI RVAN DAUM  Thank you.

Dr. Parsonnet, please.

DR PARSONNET: It seems to ne that one of the
obstacles that we're hitting is just this semantic one of having
this specific indication listed, this one specific one. And it
seens to me just by looking at the proposed indication that when
you talk about invasive disease and otitis nedia, you're
basically covering 99.9 percent of all diseases caused by

pneunococcus in children.
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So I'm wondering if it's within our domain to
suggest potentially having a different proposed indication which
m ght be for active inmunization of infants and toddl ers agai nst

di sease caused by Streptococcus pneunponiae due to the capsul ar

serotypes; get rid of any specific indication; and then |eave
that in the text to talk specifically about the data for each of
these indications.

CHAI RVAN  DAUM My understanding -- FDA peopl e,
feel free to modify -- is that we can nake comments about nost
anything we like, but --

(Laughter.)

CHAI RVAN DAUM  -- but the business at hand is to
address what's requested, and to decide how we feel about that,
and so that everything you say is recorded. People are paid by
various conpanies and groups to pour over your coments, and
pl ease feel free to make them because they will be noted.

On the other hand, we can't directly rewite
what' s requested today.

Dr. Katz and then Dr. Schwart z.

DR KATZ: Again, it may be a little bit apples
and oranges, but when you license neasles vaccine and you say it
prevents neasles, you don't say on the front line it prevents
neasl es encephalitis or it prevents subacute sclerosing pan
encephal itis.

Wien you read the small print and you read the
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papers, you say, "Ckay. Measl es encephalitis occurs one in 700
or one in 1,000 cases. Maybe after vaccine it occurs one in
100, 000 cases."

Measles causing SSPE occurs one in 100,000
i ndi vi dual s. Maybe after vaccine it occurs one in a nmillion or
nmore, but there is nothing in the front line statement that says
nmeasl es vacci ne protects agai nst nmeasl es encephalitis or SSPE

That was coment one. Question two, and this may
go down alone with Julie's in a different way. | don't know if
either the agency or the producer would consider a nodification
of the statement. Instead of active imunization of infants and
toddl ers against invasive disease and otitis nedia, say against
i nvasi ve di sease and to a | esser extent otitis nedia.

CHAl RVAN DAUM  Thank you, Dr. Katz.

Dr. Schwartz, please.

DR SCHWARTZ: | may have a unique position in
being in front line practice conpared with al nost everybody el se
who' s academi ci an, and one of the concerns, potential concerns,
that | have because it's already happened is that the
phar maceutical representatives for the conpany use the stated
prevention of acute otitis media as a reason for using one of the
antibiotics that the sane conpany manufactures, which is Sufixene
(phonetic), saying that since we've already done away with the
worry about pneunococcal acute otitis media because of the

vaccine, you don't have to worry about wusing amoxicillin

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

121

clavul anate or anything. You could just go to Sufixene and hit

bacteria nunber two and three, which is Haenophilus influenza and

Moraxella catarrhalis.

And | have a concern that this may intensify with

approval for this indication. | don't have a problem with the
data. | have a problemw th what it neans.
CHAI RVAN  DAUM I think at this point we've

probably exhausted our need to quiz and query Dr. Pratt, and I'm
going to thank himvery nuch for a fine presentation also, as we
t hank the sponsors for a fine presentation as well.

Wiat |1'd like to propose that we do now is to
break and go to lunch. It's two minutes to 12. W wll resune
pronptly at one o' clock right here.

Thank you very much.

(Whereupon, at 11:58 a.m, the neeting was

recessed for lunch, to reconvene at 1: 00 p.m, the sanme day.)
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AFT-ERNOON SESSI-ON
(1: 03 p.m)

CHAI RVAN DAUM Wiile we are settling down, [|'Il
tell you FDA has asked us to reflect on based on this norning's
present ati ons. I"'m going to ask Dr. Pratt to please read the
guestions to us so we can focus, and then Dr. Mdthun was going
to make a comrent briefly, and then we wll have general
di scussion anong the conmittee on issues that you feel need to be

addressed in your minds before we vote and address the questions

directly.

So Dr. Pratt first.

DR PRATT: Ckay. The first question is a two-
part question. Are the data adequate to support efficacy of

Prevnar in infants and toddlers for prevention of otitis nedia

caused by Streptococcus pneunoniae due to capsular serotypes

i ncluded int he vacci ne?

If not, would additional analyses derived fromthe
Finnish otitis media study, the Northern California Kaiser
Permanente efficacy study, or additional clinical trials be
useful in establishing efficacy?

The second question: pl ease discuss the strength
of the data with respect to secondary otitis nedi a outcones.

(a) Acute otitis media episodes cause by

St rept ococcus pneunoni ae regardl ess of serotype;

(b) Overall reduction in acute otitis media
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epi sodes;

(c) Frequent or recurrent otitis media; and

(d) Tynpanostony tube placenent.

CHAI RVAN DAUM Al ways easy questi ons.

Dr. Mdthun, an orienting conment for us, please.

DR M DTHUN: I just wanted to state that what
we're really interested in is the comrittee' s opinion on whether
the data support the efficacy for prevention of serotype
pneunococci in the vaccine. GQobviously the discussion will be,
you know, very helpful to us, and we'll certainly use it as we,
you know, consider this application further.

But what we're really looking for is your input on
whet her you believe that the data are adequate to support the
ef ficacy.

Thank you.

CHAI RVAN DAUM  Thank you.

I think what I'd like to do is allow sort of
deal er's choice now. So conmittee menbers can feel free to ask
clarifying questions or raise issues that they think should be
di scussed, and we're not going to vote or directly address the
guestions quite yet until we sort of run out of things to talk
about a little while.

Maybe we're further along than | thought we were.

Dr. Decker.

DR DECKER:. Al right. | was going to wait for
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sone questions, but | don't see any. So I'll lead off.

This is very interesting because as you pointed
out, Bob, and as we all know,  basically apart from our
l[imtations of doing what we want to do, every kid in the United
States gets this vaccine already, and so fromthat point of view
you could argue that this is largely irrel evant.

But it's not. It's actually a very inportant
guesti on. As was pointed out by both FDA and the sponsor
earlier, this is one of our first forays into that conplex area
where we have to look at a nulti-factorial disease for which we
have what appears to be solid evidence of excellent control for
one of the factors and deci de whether that's good enough to grant
an indication to that particular vaccine for that, recognizing
that it covers no nore than at best a slim mgjority, perhaps
dependi ng upon your viewpoint a snmall minority of the cause of
agents of the disease in question, particularly in light of the
fact that if everybody already gets the vaccine, it would be
easier to take a conservative stance and say, "Wll, let's not
stick our nose into that. Let's just let things be as they are.

Everybody is getting it anyway."

But the consequence of that would be severe.
There would be a nunber of vaccine programs that would be
term nat ed, devel opment prograns that would be terminated if the
conmttee did that because a lot of the problenms for which

solutions are being sought over the next decade or two are
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problems like this for which sponsors will come in with vaccines
proven and well controlled trials to be efficacy for the specific
i ssue, but which clearly in the larger context of the disease are
only partial solutions.

If you turn down every partial solution, you never
have a conplete solution. So that's the problemthat faces us.

I note with interest that the FDA clarified in
their presentation that the proper consideration for |icensure,
or in this case for adding the indication to the license, is
substantial evidence of clinical benefit, must be provided from
adequate or well controlled studies.

And | note with particular interest that that does
not say evidence of substantial clinical benefit. The clini cal
benefit is not for this conmttee to neasure. It is the evidence
that is for this conmttee to neasure.

As a practicing physician what | expect of the FDA
is that they will insure that the pharnmaceuticals available to ne
have been proven safe and effective for their |abeled clains.

Whet her or not they're a wise public choice or a
wi se individual choice for the particular patient in ny office at
that noment isn't for the FDA to say. Qher groups or | nyself
answer those questions.

I  think what we've seen from the evidence
presented today is that we've got solid evidence of clear-cut

efficacy and safety for the requested |abel indication. So to
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me, this is a very sinple neeting, and the answer clearly is to
approve it for those indications.

CHAl RVAN DAUM  Thank you, M chael .

Your comments raise a question which | mght ask
Dr. Pratt, Coldenthal, and others to comment on with respect to
Question 1. The question is worded to ask if the data are
adequate to support efficacy.

So do you want us to reflect on whether we think
the data denonstrate efficacy, in which case it may be a sinple
guestion, or do you want us to for further and tal k about whet her
we think there should be an indication approval ?

DR MDTHUN. W& want to know whet her you believe
that the data support efficacy. W don't traditionally ask the
Advi sory Conmittee to actually vote on approving or not approving
sonet hing, but certainly you' re welconme to comment in any way.

CHAI RVAN  DAUM Ckay. W continue to seek

clarity. Qher conmittee nenbers, comments?

Dr. d ode.
DR  G.ODE: | stuck on the issue of whether the
condition which is going to be prevented -- whether the

seriousness of that condition should have any bearing on the

degree of efficacy. So there is statistically significant
efficacy, and so | struggle with if this were, in fact, a
presentation about a conjugate pneunococcal vaccine for

prevention of invasive disease, and it's better than the control
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vacci ne and reduces invasive disease by seven percent, would I
consider that to be of clinical benefit?

And so should | have a different judgnent because
I'm dealing with otitis nedia instead of invasive disease?
That's ny i ssue.

CHAl RVAN DAUM  Does anyone want to answer that?

Co ahead.

DR DECKER: I was just sort of going to coment
on that because | think that the issue is -- | mean severity nay
be one of the issues, but | think the other issue is that we're

really tal king about a syndrom c process here, and we're talking
about even for the invasive disease indication that was to
prevent invasive di sease by these serotypes.

And so here we have the sane thing, preventing
otitis media by the serotypes, and personally, | think the data
is very strong in two well controlled clinical trials that it
does do that, but what gets people hung up is that it nakes a
relatively small inpact on overall acute otitis mnedia.

But as Sam pointed out and Dixie pointed out
earlier, if it were neasles vaccine for preventing rashes rather
than measles vaccine to prevent neasles, you know, then they
woul d have a smaller inmpact on overall rash disease or overall
pneunonia if you're tal king about something el se.

So to me it helps a lot just to focus down on the

actual causes of the otitis nmedia, and the FDA or other people
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are going to have to deal with this bigger issue of how it's
marketed relative to the overall problemof otitis media.

CHAl RVAN DAUM  Thank you, Dr. Giffin.

Dr. Snider and then Dr. Witley.

DR SNIDER: 1'd like to basically agree with what
Diane just said and just enphasize what a bad precedent | think
it would set to use the paradigm of a seven percent reduction of
acute otitis media because it would really say that ten in the
future you have to | ook at other vaccines according to the sane
ki nd of syndrone.

So you would have to | ook at pneunonia reductions.
You'd have to look at rash reductions, that that would be a
totally different paradigmthat we've used.

And so |I'm very supportive of wusing the clear

endpoints related to these specific serotypes of Streptococcus

pneunoni ae.

Having said that, | have some questions about
whet her, again, going back to ny favorite serotype here, 19F, and
whet her efficacy really has been denonstrated for that particul ar
serotype adequately fromthe trials done thus far.

Now, you can argue that in the aggregate, you' ve
shown efficacy for all of the vaccine, all of the serotypes
included in the seven-val ent vaccine, but have you shown it for
19F?

DR GRIFFIN:. And the only data that's relevant to
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that really is the Finnish data, right?

DR SNIDER Right.

DR GRIFFIN: Because that's the only data that we
have.

DR SN DER Right, and there the 95 percent
confidence limts are mnus 14 to 51. | forget what the
statisticians had to say about that. Maybe it would be useful to
rem nd ne.

CHAI RVAN  DAUM Wuld the statisticians like to
clarify this point, please?

DR GOLDBERG There really isn't necessarily
sufficient power for each of these endpoints, which is really the
fundanental issue. It depends on how many -- | nmean, | view
these kinds of data in the small as descriptive; in the I|arge,
the collection of serotypes can be thought of a different way,
but each one individually is just describing what your data are.

DR SNIDER  Thank you, Dr. Col dberg.

CHAI RVAN DAUM  Thank you.

Dr. Wiitley next, and then Dr. Decker, please.

DR WHI TLEY: | was going to reiterate a couple of
the sentiments that had been made around the table earlier, but
just to bring up one fundamental point, and that is many of us
bring to this committee our own background, interest in a
speci fic organism and when we think about disease reduction, we

t hi nk about how we can inpact with a herpes sinplex vaccine or an
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i nfl uenza vaccine, and what we're really asked to do here, what
we get hung up on is what Mm nentioned, and that is we | ook at
a gl obal syndronmi c approach, which is not the question the Food
and Drug Administration asked us.

So I think if you look at the first question and
just focus on the reduction of disease caused by those serotypes,
the answer to the question unequivocally has to be yes.

And then the question is: what ot her supporting
evidence is there to indicate that that's the proper decision or
not ?

And | think the analyses that Dr. Pratt asked for
of the sponsor clarified sone of the issues about potential
i mbal ance and potential supporting information that would lead to
further iteration of that concl usion.

CHAI RVAN DAUM  Thank you very much.

Dr. Decker, please.

DR DECKER You know, conmmittee nenbers have
rai sed a nunber of really interesting and provocative questions,
but | think there's a clear path out of the thicket. ©Dixie was
asking about the 19F, but let's suppose that we knew that 19F
conpletely didn't work. I still think that that would be
irrel evant because we're being asked to approve a vaccine, not
serotype by serotype.

And the question, although interesting and one

that deserved to be addressed in the package material if it's
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true, if it didn't work, but needs to be addressed in other ways
still isn't the question in front of us.

And soneone -- | think it was Dr. Overturf --
earlier brought up the question of potentially inappropriate
pronoting of an antibiotic based on the vaccine indication, but
the cure for that lies in FDA oversight and then pronotion of
that antibiotic and not in inappropriately failing to give the
vaccine the indication that it clearly has earned.

DR SNIDER Can | just clarify?

Wth regard to Mchael's coment, to me if you
didn't include the serotypes, | mean, | don't want to get too
nitpi cky about this, but if you were talking about collectively
four, 6B, 9B, 14, et cetera, then the answer is yes.

My only point is that if you are saying each one,
then you don't have the data to say each one. You're talking
about collectively.

DR DECKER: Wll, that's interesting because |
interpreted it as the collective, but we ought to ask FDA how
they want the commttee to interpret it.

DR SNI DER: That's exactly the kind of
conmuni cati on probl ems you have around this whol e issue.

DR PRATT: Well, | think even for the approval of
the invasive disease indication there was not statistically
significant evidence for each serotype. W considered it in the

aggregate, and in the aggregate it was significant.
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CHAI RVAN  DAUM Dr. Stephens and then Dr.
Overturf.

DR STEPHENS: Well, this 19F issue bothers ne as
well, and | amstill not quite sure. The way this question reads

to me we're saying that we have efficacy against 19F in this
st at enent . That's the way | interpret this statement to read,
and |'m troubled by that because | think there's not data from
19F.

CHAl RVAN DAUM  Dr. Overturf.

DR OVERTURF: Well, you know, even bei ng generous
about the efficacy of this vaccine, if we elinmnate the six and
seven percent overall effect on otitis media, we're still only
talking about a 50 to 57 percent effect against vaccine
ser ot ypes.

And when you look at that data specifically, the
robustness on the Northern California trial is not as good
because you weren't dealing with sero specific disease for nost
of that. So that the data is nore robust for that seven percent.

So when people have alluded to using 55 percent
efficacy in typhoid vaccine, which is against a di sease which has
a 15 to 20 percent untreated nortality rate, | don't think it's
conparable to this.

So we're really talking really about a 50 or 55
percent efficacy based only on one trial which has fairly robust

data and another trial which is really kind of narginal data to
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nmake a recommendation. And | think that needs to be reninded.

The 19F issue aside, we're not talking about huge
efficacy rates for what, on the other hand, even if we assune
that pneunpbcoccal disease is not a supplenent to these others,
it's still largely a self-limted process.

CHAI RVAN  DAUM It's been a difficult task to
assess pneunococcal vaccine performance for even 60 or 70 years
when people have tried to take apart each individual serotype and
try and denonstrate efficacy for each serotype, and | can't
remenber. Maybe sonmeone on the sponsor's team could refresh us,
but for the invasive disease indication, whether every single one
of the seven serotypes had proven efficacy.

My recollection is not, and yet | think the
bal ance of the data and the prudency of the conmittee was to
advi se that the data denmonstrated inpressive efficacy.

So | think that if you go back even to early
trials that were done before nost of us and perhaps all of us
were born, when you started anal yzing by each specific conmponent
of the vaccine, the studies weren't powered perhaps is the right
way to say it, to show individual serotype efficacy.

The second point with regard to this is that we're
not really being asked to address that question when it cones
time at least to sumup and say what we think, although in terns
of individual conments and exploring issues here, | think it's

perfectly appropriate to discuss what that's all about.
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Perhaps mnost interesting is what's the biology of
all of this because if 19F was imunogenic and produced decent
amounts of antibody, how come it didn't work? That's a separate
issue, | think, from deciding the question of are the data
adequate to support the efficacy of this seven conponent vaccine
agai nst otitis media.

O her comment s?

Dr. Overturf, you did say your --

DR OVERTURF: Well, | just bring up a point that
we're still hung up on the word "efficacy" because we're talking
about 50 or 55 percent efficacy, again, sero specific disease,
and if you use that definition, the issue is then do you have two
controlled trials that really denonstrate that.

CHAI RVAN DAUM  Dr. Markovitz.

DR MARKOVI TZ: Yeah, | also agree wth Dr.
Overturf about this. Even if you take the generous view, this
isn't the world s nost efficacious vaccine, and it's also, at
least for otitis media, of course, and it's not to be conpared
with typhoid for the reasons he alluded to.

I'm also concerned that | don't know what the
proper purview is for our commttee on this, but in terns of the
public reaction, | mean, in the vaccine world it seens that when
things don't work the way people expect themto, it can actually
bode very poorly for people actually taking the vaccine and using

t he vacci ne.
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Look at influenza. There's always a |lot of people
who think it's not worthwhile because it doesn't work all the
time, and it has a substantially higher rate of efficacy than
this one does.

I don't know if that's in our proper purview to
address, but | am quite concerned about that issue, that this
could end up being narketed heavily for otitis nedia and then
when everyone is still getting otitis media, there's going to be
a backlash. You could end up selling I ess of the vaccine in the
end.

CHAI RVAN DAUM I'"d be happy to hear from anyone
in the agency about that, but it seems to ne that it's perfectly
appropriate to address that, but it's not directly speaking the
guestions we'll be asked to vote on.

So your conments are noted. They're in the
record, and thank you.

O her comments? Dr. d ode.

DR GLODE: Could someone from the FDA just
clarify the issue of one versus two trials that speak directly to
Question 1? |Is there a requirenent for two trials that provide
data specific to Question 1?

DR GOLDENTHAL: There's a docunment that's
available that's called the evidence document in a general way
that applies to drugs and biol ogi cal products, and that docunent

is fairly general, but it has a principle that if you have -- you
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know, unless you have conpelling evidence of efficacy, it's good
to have two efficacy trials.

Do the endpoints have to be identical for the two
trials? No.

I guess this really boils down to clinical
judgnment, as to, you k now, your view of these two trials. But
the endpoint for the two trials do not have to be identical.

CHAl RVAN DAUM  Dr. Stephens.

DR STEPHENS: At the pneunococcal neetings, there
was sone discussion about additional trials that are ongoing, and
| just wanted to hear whether there is other data out there that
we haven't been a part of. I was made aware of a Netherlands
study that dealt with otitis nedia. | think there's a Navajo
study that dealt with otitis media.

Are there other data that are pertinent from the
perspective that would at |least help us with this discussion?

CHAI RVAN DAUM Does anyone from the sponsor want
to deal with that?

DR Sl BER Well, the buck stops there, huh? |
guess it does.

(Laughter.)

DR SI BER There was a study in the Netherlands
that was reported as an abstract in Anchorage, which we did not
sponsor and which was a high risk group with recurrent otitis

media at the begi nning, who were given, as | recollect at |east
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conjugate vaccine, seven val ent followed by 23 valent
pol ysaccharide vaccine, and in that particular subgroup of
i ndi viduals inmmunized generally at older ages wth already
establ i shed di sease did not show any benefit of that regi men, and
that's all we know about it.

It's been an abstract |evel presentation at this
poi nt .

The Navajo study, | would prefer if -- there's a
chart? W' Il know nore about the details of what was done at the
Navaj o st udy.

DR KOHBERGER: The Navajo study on otitis mnedia
was a post hoc study. Basically it's chart reviews, and | think
they were just hospitalized kids; is that correct?

W think it's just hospitalized Kkids. So it's
neither a conplete ascertainment as Kaiser or a specific
ascertainment as in Finland. So there's a little question there.

And just to anplify a little on the Netherlands
study, it's a population of children that we'll never see in the
U S. now because they're older kids with recurrent. They were
not immuni zed at two, four, and six.

So | don't think the Netherlands study is rel evant
here. Does that answer your question?

DR STEPHENS: | agree that the data isn't in. |
just wanted your conments on those two. There are other studies.

The larger question is: is there going to be

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

138

addi ti onal data above and beyond what we currently have?

DR KOHBERGER | don't think so.

CHAI RVAN DAUM  Dr. Snider and then Dr. Overturf.

DR SN DER W were shown sone serological
response data, and | can't remenber whether that was the entire
popul ati on or sone subset of the population. | would appreciate
sone refreshnent on that, as well as the conment that the sponsor
m ght have about serological responses anmong children who did
wind up getting acute otitis media by various serotypes.

Is there any such information avail abl e?

CHAI RVAN  DAUM A comment to Dr. Snider's
guestion?

DR SIBER  Could you repeat the first part? Ws
that directed to the sponsor?

DR SNIDER  Yes, George. | was just asking about
the serol ogi cal responses by serotype, and if that data -- if we
could be refreshed about whether that came from the entire
popul ati on or was a subset of the popul ation.

And | was al so asking about serological responses
among those who became the cases of acute otitis nmedia from
vacci ne serotypes, if there was any data on that.

Jukka has done, the statistician from Finland,
sonme analyses of serologic correlations wth otitis nmnedia.
Again, these were presented as an abstract in Anchorage. They

were still early days in terns of the anal ysis.
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| don't know if you want to comment on that. Are
you confortable doing that? | did in Anchorage. So we'll do it
her e.

DR JOKINEN: Well, the serological data was from
a subgroup anal ysis of 60 per group.

CHAI RVAN DAUM Excuse ne. Can you speak right
into the mcrophone so we can all --

DR JOKINEN:  Yeah. The serological data was for
a subgroup of 60 per group, but they showed simlar. There was
seven tine points for serological data during the FinOM study.
They showed very similar responses as for the whole group, which
was only sanpled once, and os that's the first question, | guess.

And then analyzing serological correlates of
protection we can see association wi th decreasing incidence with
i ncreasing antibody concentrations, but results varied between
serotypes and not very confirmative, | nean, with regards to
nunber of cases.

CHAI RVAN DAUM  Thank you.

Before you sit down, can you say who you are into
t he m crophone for the transcript?

DR JOKI NEN: Jukka Jokinen, statistician from
National Public Health Institute, Finland.

CHAI RVAN DAUM  Thank you very kindly.

Dr. Overturf, please.

DR OVERTURF: Just one clarification regarding
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that first question, and there's an assunption here, and | want
to make sure the assunption is correct that the efficacy that we
want to support is for the use of Prevnar as a four dose reginmen
in children I ess than two years ol d.

So we aren't acknow edging any data that | have
seen that really supports the use as a single or in reduced
doses; is that correct?

CHAI RVAN  DAUM Soneone from the agency? Dr.
Pratt.

DR PRATT: Yes, that's correct.

CHAl RVAN DAUM  kay. Dr. Parsonnet.

DR PARSONNET: Yes, | just also want to echo that
| agree with Dr. Overturf, but | had a few other coments.

One is that we are tal king about an efficacy of in
the 50s, but in fact, the efficacy mght be lower than that
because the 95 percent confidence interval goes substantially
| ower than that.

So 50 is the mddle, but it could be lower and it
could be higher, and it would be nice to have supportive data to
say which end of that nunber it really is.

And there is really only one study that directly
addresses that question. Wth that, the second study supports it
very strongly. I nean unless we think that this vaccine is
havi ng some nonspecific effect, and | think nost or at |east |

would believe that its effects are due to the serotypes that

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

141

we' re seeing.

So | think there is only one study that directly
addresses this, but the second study does show pretty strong
support that this is likely to be the case.

But | think the problem that | feel like we're
saying is that it's the problemw th the indication, not with the
efficacy again that keeps coming up, and that, you know, | just
want to state for the record that | would prefer to address this
point with a different indication that was being proposed because
I think there are ways to address the anbiguity that we're
feeling a little bit better in the overall statenent that the FDA
is planning to nake and ways to address it in the text that
follows that indication.

CHAI RVAN DAUM |I'd like to propose that we handl e
this because | think that it is a concern of a nunber of
conm ttee menbers and tenporary voting nenbers, that we handle
this when we do formally vote by addressing the question we've
been asked by FDA, but then vyou're welcome to make the
di stinction you just made and the comment to go with your vote.

Is that acceptable to FDA as a way to proceed?

DR GOLDENTHAL: Yes.

CHAI RVAN  DAUM Ckay. Addi tional coments that
haven't been raised in discussion so far that people would Iike
toair out alittle bit?

(No response.)
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CHAl RVAN DAUM Wl 1, we may be able to vote then.
Let's try and do that and see how it goes.

W're going to -- well, you never know -- we're
going to consider the first question first, and | don't think we
need to have them read again. W had them read by Dr. Pratt,
eloquently read after lunch, and, Dr. Stephens, we wll call on
you first to address question one.

I have two incomng coments here. One is from
Dr. Giffin who says yes in two parts. Yes, would you please
address both parts in one second?

Oh, when people are finished speaking, would they
mnd just pressing the little red button? Thank you.

Dr. Stephens.

DR STEPHENS: The dangers of being at the end of
the table.

CHAl RVAN DAUM It does not happen randomiy.

DR STEPHENS: Yeah, right. | appreciate that.

(Laughter.)

DR STEPHENS: We'll talk to you off I|ine.

Qoviously Prevnar has been very successful as a
vacci ne preventing basic disease. W've certainly seen that in
our population, and it's been remarkable, as was mentioned
earlier.

| do tend to view this somewhat as seven vaccines

in one, and in general though the vaccine is safe. | think the
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data, at |east the Finnish data, support a 50 percent decrease in
culture confirned pneunococcal otitis media for 6B, for 14, 23F,
and 18C, and probably also for 9V and four, and both studies
denonstrate an overall efficacy of approximately six percent
agai nst otitis media.

And there's also obviously reasonably convincing
data that there is significant decrease in tube placenment and
potentially in conplications.

And | think there's also evidence that 6A and 23A
and 9N are probably also affected in terms of limted data by the
vacci ne.

| have concerns about 19F. I"'m not quite sure
that we have denonstrated that the -- the efficacy is at best
very limted for 19F, and | share Dr. Parsonnet's view that maybe
this could be handled differently than the statenent as worded as
the better approach rather than the specific statenent.

| am concerned al so about the serotype replacenent
i ssue.

So with all of those caveats, | wll vote a
qualified yes to the first part, and it doesn't look like we're
going to get any additional data of significance.

CHAI RVAN DAUM | hate to boomerang this back to
you, but | don't think we can have qualified yeses. W need a
vote, with the conmments being qualifiers as appropriate.

DR STEPHENS: So npved and seconded.
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(Laughter.)

CHAl RVAN DAUM  Thank you, sir.

Dr. Katz.
DR KATZ: | don't think I have anything different
to say than David Stephens has said. The question as it is

worded, we're not voting on the wording of what was given to us
as the statenent to be nade on the vaccine insert or the package.
We're just voting on are the data adequate to support efficacy,
and | would vote yes.

CHAI RVAN DAUM  Thank you very much, Dr. Katz.

Dr. Snider.

DR SNIDER. Wth regard to the answer to question
one, nmy answer would be yes. I would have many of the
reservations or concerns, | should say, that Dr. Stephens has
articulated and would also be with those around the table who
have expressed some concerns about whether this would be a w se
thing to do to include this indication, and whether that would be
good for the vaccine, good for the nmanufacturer, society at
large, at least as it's now articulated, and would encourage
further thought in terns of how the indication would be laid out,
as well as what kind of physician education and parent education
program woul d be put in place so that peopl e understood what they
coul d expect and not expect fromthe use of this vaccine.

Because | do worry about many of the secondary and

tertiary consequences that people have already mentioned that |
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don't need to go back over.
CHAl RVAN DAUM  And your vote is yes, Dixie?
DR SN DER My vote is yes. Yeah, | tried to

start out and make that clear.

CHAl RVAN DAUM  You probably did. |1'msorry.
Dr. Ham | ton.
DR HAM LTON: | believe the data are sufficient

to support efficacy.

CHAI RVAN DAUM  Can | stop you? Just speak right
into that mcrophone so that we can hear. Pull it toward you.

There you go.

DR HAM LTON: | think the data are sufficient to
support efficacy as the question is phrased. I think I'd be
interested in looking at the serologic response of the 60
i ndi vi dual s who devel oped 19F infection. Wether that would be
of any use or not | don't know, but that does seem to be an
outlier.

CHAI RVAN DAUM  Thank you.

Dr. Schwart z.

DR SCHWARTZ:  Yes.

CHAI RVAN DAUM  Succi nct .

Dr. d ode.

DR GLODE: I'"m going to vote no. I think the
data support efficacy from the Finnish trial, serotype specific

ef ficacy. I'"'m sinply not willing to presume from the Kaiser
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trial that that's the explanation for the reduction, and | only
have the ruptured eardruminformation, which is not statistically
significant.

So | think that I'mvoting no, not because | don't
believe the Finnish trial, but on the basis of just one trial
that proves that to ne.

CHAl RVAN DAUM Dr. d ode, we have to ask you part
two since you voted no. No deed goes unpuni shed here.

Wul d additional analyses derived from the trial
or additional clinical trials be useful in establishing efficacy?

DR G.ODE: I don't think any additional analyses
woul d be hel pful because it |ooked Iike they have been thoroughly
done with both trials. Certainly another tynpanocentesis trial
| ooki ng at vacci ne specific serotype woul d be hel pful.

CHAI RVAN DAUM  Thank you very much.

Dr. Overturf.
DR OVERTURF: | also have to vote no because of
the sane reason. | feel that only one trial, the control trial,

has really denonstrated efficacy.

| also amvery concerned that a yes vote here sets
anot her precedent which we haven't tal ked about. One is besides
establishing sone arbitrary definition of, quote, efficacy,
unquote, for a noninvasive disease, it also would, it seens to
me, establish a new bar that you must show efficacy for every

indication you list, including sinusitis, pneunonia, and other
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i ssues.

So actually | still like the recomendati on of Dr.
Parsonnet, which is that if you're going to do this, if you do it
intuitively, you do it based upon all diseases due to pneunococci
of the serotypes.

| agree with Dr. dode that probably the only
thing that's going to resolve this is another tynpanocentesis
trial. 1t's the only thing that's going to really confirmwhat |
believe is probably a correct observation fromthe Finnish trial.

So ny vote is no.

CHAI RVAN DAUM  Thank you very much.

Dr. Faggett, sir.

DR FAGGETT: Yes. I do have sone concerns that
the studies presented are not as inclusive as | wuld like to see
in terns of having the broader, heterogeneous Anerican popul ation
repr esent ed.

And | do have some reservations about efficacy
w th 19F.

Having said all of that though, | think in terms
of the data adequate to support efficacy of Prevnar in infants
and toddlers, | think we do have adequate data to support
ef fi cacy because we're not saying just how much.

So | think I"'m going to go ahead and vote yes on
this, with those reservations.

CHAI RVAN DAUM  Thank you.
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Dr. Giffin.

DR &R FFIN I'"'m going to vote yes, and just
state that | think the Finnish trial, as many peopl e have said,
think gave us definitive evidence of efficacy against these
serotypes. The fact that the overall effect on otitis nedia was
al nost exactly the sane as it was in the Kaiser trial, you would
have to invoke a thought that it was a totally nonspecific effect
and that there wasn't an effect on these same serotypes, that it
didn't have the sanme sort of display of different types of causes
of otitis media.

So | think the data is adequate and | think it has
been shown in two trials.

CHAl RVAN DAUM  Thank you very much, Dr. Giffin.

Dr. Witley.
DR VWH TLEY: My vote is yes for wvirtually
identical reasons to Diane's, and that is | think unequivocal

evi dence of efficacy was established in the Finnish study, and |
think it's unreasonable to think that the results fromthe Kaiser
Permanente study could be attributed to anything other than the
vacci ne.

Having said that, | do think it's inmportant for
both the agency and the sponsor to carefully weigh how the
package insert reads and whether we go back to what Sams
reconmendation was earlier regarding the |esser degree of

efficacy in the prevention of otitis nmedia or careful words to
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indicate that that would be the case, | think, is relevant

because we clearly don't want to detract fromthe inpact of this

vacci ne on prevention of invasive disease.

CHAI RVAN DAUM  Thi nk you, Rich.

Dr. Diaz.

DR DAz | likewise would vote yes because | am
also willing to extrapolate the Finnish data into the Kaiser
trial. The data is so simlar, and yet | do agree that only
anot her tynpanocentesis study would validate that conpletely for

But the extrapolation is there. As Dr. Giffin

poi nted out, you'd have to imagi ne sonething conpletely unrel ated

woul d have played into making the data become or be the sane in

the Kaiser trial.

That having been said, | think one of the poi

nts

that Dr. Katz raised earlier, which is that we're not being asked

to validate or vote for a package insert as stated in the
materials that we received, is extrenely inportant because I,
t 0o, have great concerns and reservations about i ssues
surroundi ng package insert for this indication for all of the
reasons that everyone has al ready el uci dat ed.

CHAl RVAN DAUM  Thank you, Dr. D az.

Dr. Col dberg, please.

DR GOLDBERG [|I'mvoting yes as well.

That said, | really view the otitis nedia
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endpoi nts here as secondary endpoints to the basic indication for

the vaccine, and | urge the agency to find a way to deal wth
this and not call it an indication in the label; that there needs
to be another nechanismfor handling this that takes into account

the primary purpose of giving the vaccine where the nmajor inpact

is felt and doesn't detract in the long run fromthat.

CHAI RMAN DAUM
Dr. Markovitz.
DR MARKOVI TZ
is phrased |
within this narrow spectrum

| have

have to vote yes because |

reservations that have

Thank you.

Yeah, | think the way the question

think there is efficacy

al ready been

expressed by ne and others here and | might return to on question

two, but for question one | would say yes.

CHAI RVMAN DAUM
Dr. Parsonnet.
DR PARSONNET:

point out that |

Thank you.

| say yes, and | just also want to

don't think there's nmuch experience with what

the efficacy should be for a disease that's not invasive and not

produced by a toxin. So it

may be that 50 percent is really

fantastic for a noninvasive disease and we just don't know from

our experience yet what
going to be.
And with that

about the |abeling, that

noni nvasi ve di sease efficacies are ever

| just want to reiterate my thoughts

' m concerned about the |abeling as we
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tal ked about before.

CHAI RVAN DAUM  Thank you.

Ms. Fisher.

MS. FI SHER: As | understand it, the function of
the FDA standards for including a use indication in a vaccine
manufacturer's label is to insure truth in advertising. The
public | ooks to the FDA and trusts that CBER protects their right
to informed consent when using biol ogical products.

W've been asked by Prevnar's manufacturer to
agree they have proven efficacy for prevention of otitis nedia,
whi ch woul d then allow the advertising of Prevhar as a vaccine to
prevent otitis media even though a large U S. study has shown
only a seven percent reduction in all otitis nedia cases.

Practically, that means that 93 percent of the
children whose nothers believe Prevnar is an ear infection
vacci ne because the label says so, 93 percent of these children
may be susceptible to otitis nmedia even though they've been
vacci nat ed.

Seven percent is not a scientific standard for
vacci ne efficacy for a specific condition that engenders a | ot of
trust. Because apparently there is no roomunder the regul ations
to sinply state that Prevnar efficacy with respect to presenting
otitis media has been shown to be seven percent, which would be
the most truthful and accurate |abeling.

I nust vote that efficacy has not been established
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to justify the Ilabeling change, and | don't think the
manuf acturer should spend nore time and noney trying to prove
efficacy for otitis media in light of these studies and should be
well satisfied with the use of Prevnar to protect against severe
i nvasi ve di sease.

CHAl RVAN DAUM  Thank you, Ms. Fisher.

| guess |'m probably |ast and possibly |east, but

a coupl e of conments.

I think that |I'm going to vote yes for the
guestion the way it's worded. | think this vaccine represents a
real triunmph for children in this country. It's had a wonderful

track record in terns of its safety profile, and as inportant, a
wonder ful inmpact on invasive pneunococcal disease.

| believe that the two trials that were done,
although | agree with Dr. dode's conments about the differences
i n met hodol ogy and concl usions that can be draw from each one of
them are internally consistent, and they do show that there is
ef fi cacy against otitis.

A plausible secondary part of that is for ne the
nore severe the otitis was, the better the vaccine seened to
perform |'mnot troubled globally because of a |lot of previous
work that's gone on in this field that there isn't efficacy shown
for every single serotype. | think that the problem of powering
the study to do that woul d be formni dable.

I do have sone concerns though. One of themis
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that by saying yes to the denonstration of efficacy that we
sonehow have established or influenced the agency to establish a
candle for equivalency or noninferiority of other vaccines to
these nunbers, and | have sone concerns about that.

I'"'m disappointed that the vaccine isn't nore
ef fi caci ous. I think nmy answer is, yes, it is, but |I wsh it
were higher, and so that | share some of the concerns by Dr.
Parsonnet, M. Fisher, and many others that this nunber be
translated into an inportant clinical message.

I'"m concerned about the point of Dr. Overturf,
that even when you put the best possible Iight on things and take
only culture proven otitis due to serotypes contained in the
vaccine, that the efficacy was still only in the 50 percent
range, and | think that raises some points that we haven't said
much about, and that is that we don't conpletely understand the
bi ol ogy of preventing otitis media.

The 19F story is instructive to ne only in that it
says that there isn't a sinple relationship between the
production of antibody and efficacy in this case. | don't know
what the other issues are. They could have sonmething to do with
cytokines or something to do wth individual eustachian tube
kinetics or lots of other issues, but | think this is nore than
just measuring antibody and | ooking at efficacy, and that's why |
think in the best case we only got to in the m d-50s.

Having said that and voted, and to enphasize | do
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vote yes about efficacy, | would offer the extraneous advice or
probabl y unwel come advice that this not be used to translate into
pronotion, sales marketing, or pressure on the public to accept
t he vacci ne based on this perfornmance al one.

I think there are many other reasons to pronote
and use this vaccine, and | think that it has been said
repeatedly, and | think that it's recommended for all US.
children as it should be, and | think that should continue to go
on.

But | personally would not like the efficacy that
| believe has been established to be translated into detailing or
advertisements or direct marketing to the public about the inpact
of this vaccine on otitis media.

And with that, | think I'mdone

I"'d like to nove on at this point to announce the
vote for question one. Sorry. One second.

Dr. Decker, you need to state your opinion, but |
think you already have. Did you want to say sonething el se about
guestion one? |'mpretty sure you' ve done it.

The outcone on the vote on question one is 13
voting in favor of the data being adequate to support efficacy,
t hree opposed, 13 to three.

The second question isn't really a question, but
is a discussion point that we would like to hear or the agency

woul d like to hear committee nmenbers weigh in on specifically.
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| normally start off with sone general discussion

before we go to the specifics, but ny sense is we've had the

general di scussi on. If anyone disagrees with ne, please let ne
know, but I'd like to start with Dr. Stephens again and just
address -- perhaps we can do this fairly briefly -- the issues in

guestion two, but please feel free to make whatever points you

wi sh.

DR STEPHENS: I think a lot of this has already
been stated. [1'd like to nake two points.

One is the issue of 19F and an urge. Cont i nue

work on trying to understand why 19F is, in fact, not working
very well in current vaccine.

Secondly, | think pneunococcal disease is a noving
target, and what is efficacy now with the serotypes in ternms of
prevention of otitis nedia may not in five years, given serotype
repl acenent and other issues be efficacy.

So there needs to be continued nonitoring of post
marketing, and a continued | ook at otitis nedia.

CHAI RVAN DAUM  Thank you very much, David.

Dr. Katz.

DR KATzZ: I would like to enphasize what Dr.
Parsonnet had, and that is otitis media, even due to a single
bacterium is not a single etiologic relationship. W know that
preceding viral infection; we know that allergy; we know that

snoke inhalation; there are many factors that have to do with
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this, and to expect that a vaccine against a bacteriumis going
to change things 80 percent is naive.

And | think that we need to continue to support
research in all the areas relating to the etiology, not just the
pneunococcus in the reduction of acute otitis media epi sodes, and
therefore, |I'm confortable with saying that what we voted, with
guesti on nunber one.

I would be unconfortable, as has been repeatedly
stated to say that, "Ckay, folks. Now we've got the panacea for
otitis media. Have vyour children immunized not to prevent
i nvasi ve di sease, but to prevent otitis nmedia."

And | think a lot needs to be done in research.
You used the termor Diane did "syndromc." And | think we would
be less than a good Advisory Conmmittee if we let it go as just
we' ve sol ved an issue.

W need a great deal nore to be studied. | think
one of the side benefits that | hope might cone from this, of
course, and this mght be studied particularly in the Kaiser
popul ation, is reduction in the use of antibiotics and antibiotic
resi stance because | think those are probably nore ngjor
guestions than otitis nedia.

CHAI RVAN DAUM  Thank you very much.

Dr. Katz raised nany good points.

Dr. Snider.

DR SN DER Wll, with regard to acute otitis
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nmedi a epi sodes caused by Streptococcus pneunoni ae, regardl ess of

serotype, | mean, obviously efficacy drops. | nmean, that's
pretty clear, although, you know, sone of the related serotypes,
that data, although as Dr. Goldberg has pointed out are only
anecdotal in the sense that they're not definitive and not
statistically significant. They're encouragi ng.

But overall, as one would expect, there's not a
huge amount of efficacy against serotypes that are not included
in the vaccine, nor should we expect there to be.

Like others, | think that we -- | think David
nmentioned this -- we need to be vigilant because doing this trial
in one setting, in one country, at one particular point in tine
doesn't necessarily give us a clear indication what mni ght happen
when the vaccine is used in larger populations in different

pl aces, at different tinmes, and so forth.

So | think we need to be vigilant around this
i ssue of potential replacenent. I don't think it's conpletely
off the table that it will occur or won't occur, and the issue of

drug resistance, the story seens promsing right now in terns of
potential for using this vaccine to reduce the nunber of drug
resi stant cases of pneunococcal acute otitis media.

But we need to nmonitor over tine to nmake sure that
that's not just a phenonenon that is a result of particular
circunstances that exist now or exist -- but won't exist in the

future.
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I was a little surprised with regard to tube
pl acement not being different early in the trial and showing a
difference only later on, but | think we had some explanation
given to that that sounded reasonabl e.

So | think there is a lot nore work that needs to
be done to try to understand this disease, to try to understand
this vaccine, to try to understand why certain -- it seenms to
protect against certain serotypes better than others. One would
hope that the whol e pneunococcal conjugate story would continue

to evolve with nore serotypes in subsequent vaccines down the

road, and that we'll continue to be discussing this as new data
becone avail abl e, as  newer pneunococcal vacci nes  becone
avai | abl e.

CHAI RVAN DAUM  Thank you, Dixi e.

W'l nmove on, please, to Dr. Hamlton.

DR HAM LTON: You requested the strength of the
data, but not in which direction.

CHAIl RVAN DAUM  Dr. Hamilton, will you speak right
into the mcrophone so that we can be sure we hear you?

DR HAM LTON.  Ckay.

CHAI RVAN DAUM  Thank you.

DR HAM LTON: You' ve requested the strength of
the data, but the question does not refer to which direction
you're interested in.

CHAl RMAN DAUM  Your choi ce.
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DR HAM LTON: Ckay. Acute otitis media caused by

S. pneunonia regardless of the serotype, certainly the Finnish

study suggests that the serotype related strains, there's sone
efficacy going from56 to 34, but for those that are not rel ated
at all, there doesn't appear to be any efficacy.

And then it's kind of like the top of a pyramd
that branches out. As you get to the syndrone at the bottom you
get less and less effective, and one of ny queries is actually
whet her that 56 percent and 34 percent reduction directly
correlates into the six percent reduction or you' re seeing
repl acenent with other radiol ogic agents there.

And no other microbiologic data was nentioned, but
I"d just be curious to know.

Overall reduction, acute otitis media episodes

because it was supported by two trials, although sonewhat

differently done. I think the strength of the data is pretty
good.

Frequent otitis media, | wuld say no, and
tynpanostony tube placenment | would say no. | agree that the

tynpanostony tube replacement was not adequate and well
controlled, and it's inpossible to determ ne how one would rel ate
one to the other, given the different tine frames and the
different treatnent nethods.

The other thing that you haven't mentioned here

but | think is provocative is the rupture issue out of Kaiser,
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and | would like to know a little nore about the microbiology
there, whether they were doing mcrobiology for, say, Goup A
strep. with those who ruptured.

CHAI RVAN DAUM  Thank you very much.

W're going to go out of sequence here and ask Dr.
Decker to commrent next.

DR DECKER  Thank you, Bob.

CHAI RVAN DAUM  Because he has to | eave.

DR DECKER: You know what | was struck by nore
than anything else, | think, in looking at these data was the
remar kabl e consi stency of the data when you recognize the usual
statistical limtations and variations, particularly wth
declining sanple size. Wat you see is a remarkably consistent
picture, | think, of efficacy.

Let ne put it this way. Were it known without
guestion that the vaccine were efficacious against the serotypes
that cause otitis media and it was reducing otitis nedia, then
you woul d see the pattern of results that we have here, and apart
fromthe limtations caused by shrinking sanple size as questions
beconme nore narrow, the variability caused in each statistical
sanpling and the fact that not all serotypes are equally
prevented, with those thoughts in mnd, the data are remarkably
consi stent.

And i think the questions that the data really

| eave for us aren't necessarily the ones listed here, but rather
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sonme of the questions that have already been brought up, the 19F
guestion and what's going on wth that. Way is it behaving
differently? The serotype replacenment question begs further
attention.

To ne nost of the questions that are asked in item
two, although perhaps not proven statistically with these data,
clearly are addressed so uniformly and so consistently that |'m
not concerned by them

CHAI RVAN DAUM  Thank you.

W'll continue going in sequence now Dr.
Schwartz, | don't think you can be quite as succinct this time as
[ ast tine.

DR SCHWARTZ: No. Everything that | can think of
that's been said has been said with one exception. There are

actually two different vaccines, and | know we're not discussing
the other vaccine that was tested in Finland, and to nme that
nmeans that there are, in fact, two trials. Even though the
vaccine is a different manufacturer and a different -carrying
protein, we don't have any information at all as to how effective
was the Merck vaccine, the septaval ent vacci ne.

Just for curiosity, did that do the sane thing?
And if so that would bol ster nmy confidence that | voted the right
way.

CHAI RVAN  DAUM Does anybody from the agency or

the manufacturer wish to comment on that question? You have the

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

162

right to remain silent.

DR GOLDENTHAL: I don't think it would be
appropriate for the agency to comment, but | do see a
representative from Merck.

CHAI RVAN  DAUM W also have an investigator at
t he m crophone.

DR KILPI: Al right. The other vaccine, we
have presented the results for the other vaccine at several
conferences, and it provided al nost equal protection agai nst AOM
due to vaccine serotypes. The point estimte was 56 percent
agai nst the overall vacci ne serotypes.

It also had a problemw th 19F. | think the point
estimate was 34 or 37. I"'m not quite sure, but overall the
ef fi cacy agai nst the vaccine serotypes was pretty much the sane.

However, the point estimate in the prevention of
any pneunococcal AOM was slightly lower. The point estimates was
only 25 percent.

CHAl RVAN DAUM  Thank you very much. That's very
hel pful and very interesting, and 1'd like to just remnd the
conmittee though that it's not part of what we're considering at
t he tabl e today.

Dr. d ode.

DR G.ODE: I think that the table on page 29 of
Dr. Pratt's handout summarizes this information very nicely, and

it pulls it all together.
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So acute otitis nedia caused by Strep. pneunoni ae,

regardl ess of serotype, again, the single study that answers that
is the Finnish study with 32 percent reduction, lower limts of
confi dence, 20 percent, efficacy. Sorry.

Overall reduction in acute otitis media, again, as
already mentioned, statistically significant in the Kaiser trial,
in the sane range in the Finnish trial, but not statistically
significant due to lack of power to detect that apparently.

And then effect on frequent otitis media, again,
sunmari zed in the table. The nobst relevant data there would cone
fromthe Kaiser study.

In tynpanostony tube placenment, | remain confused
about whether or not there was adequate power in the Finnish
study to show it, and if there was why it didn't confirm and
val i date the Kaiser study.

So | think that at least with tynmpanostony tube,
I'm still a little confused about that issue, and overall
reduction in acute otitis media | can explain that by a power of
t he study.

| did think between these tinmes of one other
analysis that would be of interest to me and was probably done,
and that addresses the issue of should you presune that the only
explanation for the reduction of overall otitis nmedia in the
Kai ser trial has to be related to the effect of the vaccine on

vacci ne specific serotypes because | have been inpressed for a
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number of years wth the biologic cross-reactions between
organi sms, in particular, pneunbcoccus and Haenophil us.

So it would be of interest, and |I'm sure people
have already done this, to just look at the efficacy or l|ack of
ef fi cacy agai nst Haenophilus otitis and Mraxella otitis in the
two groups.

CHAI RVAN  DAUM That was a provocative coment.

Thank you, Mni.

Dr. Overturf.
DR OVERTURF: | think | agree with nost of what's
been sai d. In particular, regarding episodes caused by Strep.

pneunp. regardl ess of serotype, | think it's clear that there is
very little, if any, efficacy, and this is actually supportive of
t he vacci ne agai nst serotypes not contained within the vaccine.

And | think the issue of replacenment serotypes is
an inportant issue for this disease, and it's probably going to
be the same problem for Haenophilus and other otitis mnedia
vaccines in the future.

And one of the concerns | have is once the vaccine
is approved for this indication, how demanding is the post
mar keting surveillance going to be in terms of watching for this?

Today we have a six or seven percent reduction in

otitis media if you believe the data now WIIl it be three and a
hal f percent next year and will it be less than that thereafter?
Because we wll be setting a new baseline here,
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which will be established by the routine immunization of all
children less than two years of age in this country with this
vacci ne.

So | think that's going to be an issue about
future overall reduction in acute otitis nedia episodes. And
eventually if frequent otitis nedia is really nore due to
pneunococcal disease, that also will be an issue.

I have the sane concerns about the tynpanostony
tube placenent. | don't think |I'mclear because | think this is
a di sease which probably is related to a | ot of other issues that
can't be directly identified in the study, particularly issues of
i ndi vi dual anatony genetics, other risk factors, and also just
the indications and use of tynpanostony tubes.

So | think it may be at some point appropriate
when you do further studies to nove this particular indication up
the ladder a little bit so that one moves it up to a prinmary
outcone rather than and with nmore restrictive indications because
| think right now it's not clear to me that the way it was
examined in the current studies really makes it clear that the
outcome was affected by the vaccine or affected by sone other
factors that we couldn't really identify.

CHAI RVAN DAUM  Thank you very much.

Dr. Faggett.
DR FAGGETT: |  pretty much agree wth ny
di stingui shed colleagues and their coments. Specifically the
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acute otitis nedia episodes, question A the Finnish study does
have good evi dence of efficacy. Kaiser is equivocal.

Question B, overall reduction in acute otitis
nmedi a, there is sone evidence of efficacy.

Question C frequent otitis medi a, still
equi vocal . Sone evi dence of efficacy.

And, again, pretty much the same with the PE tube
pl acemnent .

| would hope that further studies would allow us
to have the same kind of eloquent data in terns of |ooking at the
br oader popul ation so that we can, indeed, draw nore concl usions
for the population that is not included in this study at the
present .

CHAI RVAN DAUM  Thank you

Dr. Giffin.

DR GRIFFIN:. Gkay. | think that the two studies,
because of their very different design, shed light on different
ones of these questions, nore or less light on different ones of
t hese questi ons.

In the first, you're talking about acute otitis

media caused by all serotypes of S. pneunpniae, and in a way

that's just making it less specific and so diluting out the
ef fect somehow by adding in all of the serotypes.
And | think there is statistically significant

evi dence fromthe Finnish study that that happens, that you stil
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have a significant effect even with that dilution.

I think the issue of replacenment serotypes is an
important one, and | think it's also an interesting one because
it isn't clear to ne. | mean, these serotypes were chosen to
make a vaccine partly because they cause nost of the disease.

And SO are t hose repl acenent serotypes
intrinsically less virulent and, therefore, even though they nmay
appear nore, they still won't cause nore severe disease or not,
and | think tine is only going to tell what that answer is.

The second on the Part B, those studies showed a
very simlar decrease in overall reduction, one, because the
power of the study is not statistically significant while the
ot her of the Kaiser study is.

Again, with frequent otitis nedia, because that
was an outcone where there were larger populations in the Kaiser
study, there was a significant difference there.

Li ke everyone else, the tynpanostony data is
sonmewhat confusing, although | thought the Kaiser data for an
American population wusing what's pretty nmuch a real world
situation did indicate that there wll be a reduction in
t ynpanost oy tube pl acenent.

CHAI RVAN DAUM  Thank you very much.

Dr. Witley.
DR WHI TLEY: | really don't have anything to add
to the discussion that has taken place. I just reiterate four
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poi nts:

That if the FDA has a chance to do Phase 1V
studies with the sponsor, they would be inportant, and clearly
repl acenent serotypes and the response to 19F are critical, but
al so the whol e issue of understanding better antibiotic usage in
this targeted patient population, the propensity to develop
resistance or not develop resistance becones essentially
i mportant.

CHAI RVAN DAUM  Thanks.

Dr. Diaz.

DR DI AZ: Thank you.

Just a couple of comrents in general. I''m not
surprised with the del usional effect as has been descri bed as one
noves from specific serotypes to, you know, related serotypes, to
nonrel ated serotypes, to acute otitis nedia as a whole. It
follows logically, and | think the data foll owed | ogically.

It is a specific vaccine in the sense that it has
certain serotypes within that vaccine.

I do think though that this issue that's been
rai sed about replacenment serotypes is an inportant question, but
| mght even consider broadening that in wondering about not only
repl acenent serotypes, but perhaps replacenent of other organisns
shift because this really is not a selective ecosystem in the
m ddl e ear for the pneunbcoccus per se.

And | think a lot of ny colleagues have conmmented
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upon sort of the conplexity of acute otitis nedia. | mean, it's
such a common diagnosis, such a common disease, and yet our
ability at diagnosing it remains at about the same point it was
years and years and years ago.

That having been said though, if all otitis nedia
is not the same, nmeaning that there are nore pathogenic and
virul ent organisns, as appears to be the case, then we should be
able to see sone differences or changes over tine as the use of
t he vacci ne increases dramatically in this country.

And one would hope that even if we do not see
truly a decrease in cute otitis media, the seven percent versus
three percent next year, et cetera, et cetera, that we mght see
sone changes in some of the things that others have conmented
upon in ternms of nonitoring, and that mght be the use of
antibiotics overall, changing patterns in use of antibiotics,
changes in diagnoses for febrile illnesses, nore virtual syndrone
versus acute otitis nedia per se.

And |ikewi se perhaps tynpanostony tube placenent.
Sone of those things can be |ooked at. Tynpanost ony tube
pl acements can be nmonitored by ICD-9 codes and a variety of other
nmechani snms sine they tend to be in hospital procedures, and |
woul d encourage the utility of looking at sone of these other
perhaps not specific, but yet indicators of norbidity due to
acute otitis media in general in the future.

CHAI RVAN DAUM  Thank you.
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Dr. Col dberg.

DR GOLDBERG | think that one conmment is that |
think the trials are remarkably consistent. The places where
they're not -- the only difference that | would call possibly

nonconsi stent is the tube placenment issue, which |I think various
reasons for that have been alluded to throughout the norning.

Al of that said, you can look at the two trials
as conplenmentary and quite supportive of one another with regard
to the results. The real issue is: is this efficacy sufficient,
particularly with regard to the acute otitis nmedia overall
endpoi nt ?

In fact, would | be happier if four percent were
really significantly different from zero in the intent to treat
in the Finnish study? Not really. It wouldn't matter to ne.

I mean, | would urge the agency to really give
careful consideration to what we nmean by efficacy and what is
nmeani ngful efficacy and how you deal with reporting results like
this in a label without calling it an indication that can detract
fromthe primary purpose of the vaccine.

I mean, | think that has to be considered. I
mean, | think that they basically in one way or another -- sone
efficacy, in quotes, or activity with regard to each of these
endpoi nts has been denonstrated in one or the other or both of
these trials. The issue is what to do with it.

CHAI RVAN DAUM  Thank you.
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W are going to address the issue of how to
conmuni cate information based on your beliefs today when we
finish addressing question two. So I'm glad you raised that
point, and we'll cone back to it.

Dr. Markovitz.

DR MARKOVI TZ: Yeabh. | don't have too nuch to
add, except that if we could make question two a yes or no, I'd
have to say no. I"m not very inpressed with any of the other

efficacy of this vacci ne beyond what was asked in question one.

And I'd like to echo the comrents just very
qui ckly of several of my colleagues. Actually Dr. Coldberg, who
I know is a statistician, has correctly pointed out, | think,
that just having a good P value doesn't make sonething really
clinically useful and worth marketing.

And then I'd like to also agree with Ms. Fisher in
terms of the possibility that by nmarketing this for otitis nedia
we'll squander the good name of the vaccine and hence do much
nmore harm than good for both the public and, frankly, for the
conpany, too

And then lastly, I'd like to agree with Drs.
Parsonnet and Katz that sone rewording would be very much in
order when it conmes to the indication, and that mght solve the
pr obl em

Thanks.

CHAI RVAN DAUM  Thank you.
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Dr. Parsonnet.

DR PARSONNET: Yeah. | don't have very much to
add to the things that have already been presented, that these
particul ar secondary outconmes have not been as well denonstrated,
but I think one of the things that | think from a phil osophi cal

perspective it's inmportant to think about is, again, that this is

a vacci ne. W don't typically have vaccines against such a
conmmon resident of our normal flora. This is something that
people carry a lot and very frequently, and | don't think that

it's possible to really predict what the |ong-term consequences
of trying to address that with a vaccine is going to be in terns
of the disease outcones that mght be associated with it that nmay
be replaced by other pneunococci, may be replaced by other
organi sms, may have effects that we just don't really know

So | would encourage since we are changing the
human ecol ogy here, that people really look at it very carefully
and address this after marketing.

CHAI RVAN DAUM  Thank you.

And Ms. Fisher.

M5. FISHER Wll, a five to 21 percent reduction
of these secondary otitis media outcones is not strong evidence
for proof of efficacy for this condition, and | do think that
nore data needs to be generated regarding the possible future
i ncreases of otitis nedia due to serotypes not covered in Prevnar

as a result of nmass use of Prevnar.
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CHAI RVAN DAUM  Thanks a | ot.

Dr. Mdthun, you wanted to ask the conmittee to
address an additional issue informally. Could you tell us what
it is?

DR M DTHUN: Yes. I'"d really appreciate input
from the committee nenbers on how they would suggest
comunicating this information to the prescriber because |'ve
heard a | ot of concerns about how this mght be done, and we're
really appreciate i nput on that.

The other thing | would like to speak to, Dr.
Daum is you nade a comrent that you had concerns about how
perhaps sonme of this information might be used for marketing
purposes, and | just wanted to come back to say that information
that is included in the package insert can be used for marketing,
pronotional |abeling, but that is sonmething that is reviewed by
FDA and has to be approved by us, but that is something that is
done.

CHAl RVAN DAUM  Ckay. So | woul d be happy to have
conment on this question from people who -- we don't need to hear
from every single person, but people who want to address this
guestion, fine.

Maybe, Ms. Fisher, 1'll bet you have a conment on
this. Wuld you like to start?

MB. FI SHER: Well, | think nmy coments probably

have covered that territory.
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CHAI RVAN DAUM  Ckay.

M5.  FI SHER I think we have to be extrenely
careful about how this vaccine is nmarketed because | do think it
will result -- it could possibly result -- in the conpronising of
trust in the labeling that the FDA puts on the vacci ne.

CHAI RVAN DAUM  Anybody el se?

Dr. Parsonnet, we'll just go around. Wl cone to
pass or coment, as you w sh.

DR PARSONNET: No, | don't have anything to add.

I think, again, being |ess specific about the indications, about

what specific things that Strep. pneunpni ae causes or saying to a
| esser extent this affects otitis nmedia, either of those or sone
other alternative of that would be fine.

DR MARKOVI TZ: Yeah, I"'d agree wth dr.
Par sonnet .

DR GOLDBERG I would agree with the comrents
that were just made.

DR DI AZ: The sane.

DR FAGCGETT: Yeah, | kind of agree with previous
conmments. | think sone wording like the vaccine with its proven
ef fi cacy against invasive disease is also useful against otitis
media. | think something like that would be a possibility.

DR OVERTURF: It would seemto ne that there's a
requi renent here for the manufacturers who are going to accept

the responsibility for dissemnating this information also to
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di ssemi nate effective education.

And because this is going to be a requirenent,
patients will come in and ask for the otitis nedia vaccine, and |
think that's going to have to be expl ai ned.

I think the efficacy that we have said we'd
denonstrate is going to have to be explained, and people are
going to have to have realistic interpretation of this.

So | think in addition to how you Ilabel the
vacci ne, the educational conponent is going to be extrenely
i mportant here. Part of that starts with the labeling of the
vaccine, but it's going to require one step further as well.

I think also certain kinds of venues for narketing
of this wvaccine wth this indication are probably not
appropriate, and | don't think they should be approved, such as
direct marketing. I think that would be a mistake because it

doesn't give the practitioner the opportunity for the educational

pi ece.

CHAl RVAN DAUM M i, comments?

DR G.CDE: | could see things going wong in two
directions. If a parent -- again, if the educational system
wasn't as it should be and soneone said, "I really don't care
about this vaccine for ny child. | barely know what neningitis
is, but I sure want it for ear infections," that's a disservice

to the country and to the children in the country.

Simlarly, if it's nmarketed in any way as an
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otitis vaccine and then loses credibility because it doesn't
prevent otitis in the majority of children, that's a disservice.

If in any way it inhibits one single parent fromgetting it to
prevent neningitis and serious invasive infection. So I'm
worried about that.

DR SCHWARTZ: I would like to recomrend that as
part of post marketing, if it's at all possible, when any company
does studies that involves tympanocentesis, to have a central
repository for pneunococcal isolates to have serotyping done
because that's not wusually done for studies of acute otitis
nmedia; only identification of the organi smand not serotyping.

But the only way we're going to know is by having
those investigators who are adept at and perform usually for
study purposes tynpanocentesis to have such a central repository
to keep tracks on what is happening with the serotyping of the
isolates that we get fromthe mddle ear.

DR HAM LTON I think one of the difficulties
with the claimis that it's not in gray, but it's totally in
black and white, protective against otitis nedia caused by S.
pneunoni ae. If that could be acconpanied at all points by a
statement that describes the anmbunt of otitis nedia that's caused

by S. pneunobni ae against the vaccine would be effective. For

i nstance, all pneunococcal isolates, vaccine rel ated pneunococcal
-- this is too complex for a label, but | think the public could

understand a five percent reduction in otitis media because that
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is what is caused in the studies by capsular serotypes,
represented in the vaccine.

DR SNIDER D xie Snider.

The scientist part of me says that it is
appropriate to conmunicate to physicians certainly that the
vacci ne has denonstrated efficacy in the range of, well, 57
percent efficacy against the serotypes that are included in the
vacci ne, and that overall reduction of six to seven percent in
the incidence of acute otitis nedia have been observed in two
trials or sonething to that effect.

I guess there's another part of me that is a
public health policy type who wonders if going beyond that is
really wise, and | have concerns that others have expressed
certainly about direct marketing, but about really pronoting this
even to physicians who are overwhel ned, and certainly to parents
to give the inpression that it's some sort of panacea for acute
otitis media.

So I'm very nmuch in favor of conmunicating
accurately the scientific information to physicians that woul dn't
object to comunicating it to parents along the lines that Dr.
Ham | ton just nentioned. But | have some real concerns about
goi ng nuch further with this infornmation.

CHAI RMAN DAUM  Dr. Katz.

DR KATZ: I'"'m surprised Dr. Snider didn't say

what | was going to say, which is that there are three groups who
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spread nost of the information about vaccines in this country.
One is the Conmittee on Infectious D seases of the American
Acadenry of Pediatrics. One is the Advisory Comittee on
| muni zation Practices of the Centers for Disease Control, of
which Dr. Snider is the Executive Secretary or something |ike
that. And the third is the Conmittee of the Anerican Acadeny of
Fam | y Physi ci ans.

I think that they are very know edgeable, very
judicious individuals, the nenbers. | feel quite confident that
they will not alter their recomrendation statenents to say that
this is a vaccine for otitis media.

In fact, | hope that in their next statenents
about the vaccine, they may say there may be a fringe benefit of
this vaccine which we recommend universally for children to
prevent invasive disease, that maybe it reduces otitis nedia by
six or seven percent, but that its primary justification for use
is to prevent invasive disease and not to be fooled by thinking
of it as an otitis nedia vaccine.

So | am not worried about the educational aspects
because | think the groups, the responsible groups who promul gate
vacci ne recomendations and to which 55,000 pediatricians and a
100-plus thousand famly physicians listen very carefully, wll
not push this as an otitis vaccine.

CHAl RVAN DAUM  Thank you, Dr. Katz.

Dr. Stephens.
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DR STEPHENS: Being last this time, | --

CHAI RVAN DAUM | 'm [ ast.

(Laught er)

DR STEPHENS: Alnmpst last, that's right.

| agree with alnost every comment. | think it is
a mstake on the part of the conmpany and the FDA to narket this
as an otitis vaccine, otitis nedia prevention vacci ne.

I think that the package insert should try to deal
with this issue in a way, separate from a clear indication that
this prevents otitis nedia.

Whether that be the epidemology section or
anot her section, | appreciate the coment that you don't like to
do that, but | think in this instance it mght be worthwhile
reconsi deri ng.

CHAI RVAN DAUM And as the last person, | would
just like to enphasize and elaborate slightly on some of the
poi nts that have been nade.

In addition to the groups Dr. Katz nentioned as
formulating policy and reaching consuners and providers, there
is, of course, a fourth group and that is the media. And | think
that what this vaccine, that road was already started down when
it was first licensed. There are a nunber of nedia contacts by
nyself, and |1'm sure many others at this table, about the new
vacci ne that has just been licensed that prevents otitis media.

I think we are coming full circle now and visiting
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it wth actual data, data that have been published and are
already available in the nedical literature, by and |arge.

| am very worried that the notion go forward from
this neeting that we have established today that this vaccine
prevents otitis nedia to an inportant clinical degree. I do
believe that the vote for efficacy is correct, but the overall
impact on otitis nedia, particularly at the individual consumer
level, is going to be very small.

W are already immunizing every child in the
United States, at least with intent to treat in statements of
conmi ttees. I just don't think that there is a reason why a
child should cone forward and say, "I want this vacci ne because
it is the otitis media vaccine."

And | would urge the conpany and urge the agency.
I don't conpletely understand the process by which things are
added to labels or given indications, but I would al nbst not push
for an indication for this and | certainly wouldn't push for a
marketing and promotional blitz based on what we have heard
t oday.

I think this is inmportant information. | agree
with Dr. Katz and others. This is information to build on,
understand otitis media biology better, but to be very careful
about how it is represented to the public.

I don't think that we have an otitis nedia

prevention vaccine yet.
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I think we are done with the otitis nedia portion
of today's nmeeting. | would like to propose that we take a 15-
m nute break, but before we do that let's have the open public
hearing on acute otitis media, could we?

Is there anyone in the audience that w shes to
speak to the committee about acute otitis media?

(No response.)

CHAl RVAN DAUM  That being the case, we wll take
a 15-minute break and reconvene at exactly 2:45.

(Whereupon, the foregoing matter went off the

record at 2:37 p.m and went back on the record at

2:48 p.m)

CHAI RVAN  DAUM Ckay. W would like to call
everyone to order, please.

The next item on the agenda today is a committee
update with respect to the GSK, Lynme disease vaccine, LYMEriXx,
foll owed by an open public hearing in which we are aware of nine
i ndi vi dual s or organi zations that wish to be represented there.

In the interest of expediting the sequence and
allowing everyone to be heard, I'd like to ask the nine
i ndi vi dual s, who are on our agenda as schedul ed to speak, to cone
down into this area on the side, if they would, so that they can
cone up to the mcrophone at the time we announce them

They are currently Karen Vanderhoof-Forschner,

Norman Latov -- | hope that |'m not butchering anyone's nane. |
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apologize if | am -- Mark Geier, David Ceier, Stephen Sheller,
Lonnie Skall -- Lonnie Skall has cancel ed -- Kathy Shepanski, Pat
Smith, and Jenny Marra.

So thank you very much to those individuals for
accommodat i ng us.

| would like to now call on Patricia Rohan, who is
already at the mcrophone -- thank you -- for a committee update

on the GSK Lyne di sease vacci ne.

Dr. Rohan.
DR ROHAN: Good afternoon and as Dr. Daum
mentioned, | would like to briefly update the comittee on the

status of LYMErix, Lyne disease vaccine. You may be aware that
LYMErix was voluntarily withdrawmn from sale earlier this year.
The sponsor, daxoSnmithKline, halted distribution and nmade their
announcerent in February 2002, citing poor sales as the reason
for this decision.

d axoSmthKline further recommended that no
additional vaccinations be admnistered, particularly for those
considering initiation of the three-dose vaccination series.

Cinical trial vaccination was ended. The
information was dissenminated in a series of letters to doctors,
to investigators, and to distributors. There was a mechani sm
provided for refund for returned vacci ne.

I"d like to turn now, for a nmonment, to update you

on the status of the Phase |1V safety study for LYMErix. This is
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based on an interimreport, not an interimanalysis.

As you may recall, may or nmay not recall, the
overall goal was to detect rare, but significant adverse events
that are associated with product use that may not be recognized
in studies of the sizes typical for pre-licensure studies.

In the original plan, there were 25,000 adults who
would be aged and gender matched to 75,000 unexposed controls
accrued over a two year period at the Harvard PilgrimHealth Care
HMO,

Events are identified using ICD-9 billing codes
and include both anbul atory and in-patient clains data.

Qut comes are confirnmed by blinded review. Record
review is conpleted by the appropriate sub-specialist and
establ i shed di agnostic criteria are used where applicable.

The incidence of predefined adverse events in the
exposed cohort are conpared to the incidence in the unexposed
cohort.

The primary endpoint for the study is new onset
inflammatory arthropathy, and other endpoints include selected
neurol ogic disorders, Lyme di sease, rheumatoid arthritis,
allergic events, hospitalization, and death.

Due to | ow accrual rate, additional HMO sites were
added late in 2001. These include the Tufts HMO System in New
Engl and and Health Partners located in the upper M dwest.

In addition, the accrual period was extended to
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three years.

This is a recap of the accrual at various tine
points. The initial planned accrual of 25,000 vacci nees. After
nearly two years, 2,568 vaccinees, just a little over ten percent
of what had been anticipated, and with the additional activities
that | have just nentioned, there are now 7,643 vaccinees with
unexposed mat ched control s.

This is a breakdown of those 7,643 vaccinees and
their controls by site. So you can see that the Harvard Pilgrim
Health Care System has continued to accrue over a thousand
subjects in a little over the last year, year-and-a-half. The
Tufts System and Health Partners are each now contributing close
to 2,000 vacci nees.

Now for those subjects accrued to date, we have
the ICD-9 codes, the events that have occurred since the tinme of
their first LYMEri x  vaccine onward. There are 847
muscul oskel etal events that have been reported in the vaccinees
and 2,063 in the unexposed.

There are various levels of review that these
events then go through. The first level by registered nurse
takes out nmany events, primarily trauma and injury, which is the
bul k of muscul oskel etal events, and then goes to a second | evel
of review by a rheumatol ogy fell ow

After t hat | evel , possi bl e i nfl ammat ory

arthropathy is then sent on to a rheumatol ogi st, who uses an

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

185

adj udi cation form to det erm ne new onset i nfl ammat ory
art hr opat hy.

As you can see, there are seven new onset
inflammatory arthropathy cases in vaccinees and 15 in the
unexposed as of the eighth quarterly report, which was submtted
to us early this year.

| also wanted to point out that the other nunbers
that you see on the table, except for the bottomrow these are
events not people. The bottomrow is how nmany people with those

events. So it is hard to nake a direct conparison at this point.

In conclusion, GaxoSnmithKline has conmtted to
full safety followup for all ongoing adults and pediatric
clinical trials. They will also conplete the Phase |V post-
marketing study with full four year post-vaccination follow up.
That is slated to be conpleted in the year 2006.

In the nmeantinme, we will continue to nonitor |IND
and VAERS reports for safety issues.

Thank you for your attention.

CHAI RVAN DAUM  Thank you.

Are there comittee questions for Dr. Rohan?
Clarification issues?

(No response.)

CHAI RVAN  DAUM Dr. Rohan, we thank you very

ki ndly.
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W wll now turn to the open public hearing
portion of this session. There are now, as | understand things,
ei ght individuals who have requested time to speak. 1'd like to
ask them each to limt their comrents to five minutes. W wll
time them and provide input for you by this little traffic |ight
device sitting on top of the projector which will turn green when
you start, orange after you have spoken for four mnutes, and red
after you have spoken for five mnutes.

And | thank you very much for cooperating. Ve
| ook forward to hearing your comments. |n advance, collectively,
we thank you very rnuch for taking the tinme to cone today.

Ms. Karen Vander hoof - For schner. I hope I'm
pronounci ng your nane correctly.

MS. KAREN VANDERHOOF- FORSCHNER:  Yes, that's fine.

CHAl RVAN DAUM | apologize if |I'mnot.

M5. KAREN VANDERHOOF- FORSCHNER:  Thank you.

Ckay. ' m Karen Vanderhoof - Forschner, President
and Chairman of the Board of Directors of the Lynme Disease
Foundati on, or LDF, established in 1988.

The LDF is the only nonprofit nmeeting federal
standards as a national nonprofit. W represent nillions of
people across the country and have a database of 85,000
supporters, that includes family researchers, business people,
and governnent enpl oyees.

e have hel d 16 i nt ernati onal scientific
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conferences; have state and federal public policy prograns;
coordinate a network of task forces and support groups; and have
funded research programs that resulted in a 130 publications.

Al nenbers of ny family, including nmy pets, are

fully current in our vaccinations. Every year, | voluntarily
take the flu vaccine and | have recently taken the pneunonia
vacci ne.

I am keenly aware that this conmttee takes
seriously its duty to weigh the risks and benefits of each
vacci ne based on scientific data and the public need.

Today | am here in a continuing role to keep you
informed of additional science relating to the safety and
efficacy of the Lyne vaccine. | have given you a packet today,
like this one, because | have no doubt that you will see the
LYMEri x vaccine back in the marketplace with the current or a
di fferent manufacturer for adults and pediatrics.

In this packet you will see, on the top, a patent
for a safer Lyne vaccine. This is the United States version of
the safer vaccine as conmpared to the current OspA vaccine filed
in March of 2000, ten nonths before this comrittee held its
speci al Lynme di sease vaccines | ast January.

| have discussed these patents with the Advisory
Committee nmenbers who felt that their recomendati ons woul d have
been significantly different if they were aware of this and other

material that | had given your committee | ast Novenber.
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Also in this packet is a 1997 nemb to the Lyne
Di sease Foundation from SmthKline Beecham guaranteeing us that
anyone who tested positive for Lyme disease would be excluded
fromthe trial, and nobody would be included in the trial unless
they had had their test run beforehand. This was not true at
that time according to FDA docunments and corporate documents.

Wiy will the public and scientists not necessarily
believe the VAERS data that has been presented here today?
Probabl y because sci ence i ndi cating opposite scientific
conclusions are not presented at the sane time or at other
governnental forums, yet have been presented.

Because of the personnel from the CDC, which is
Ned Hayes and Dave Dennis, have a perceived conflict of interest
because they sat on SnmithKline Beechams private data safety
nmonitoring conmittee and were at the sane time in charge of the
CDC s working advisory conmittee, working group on the ACIFP s
recommendations for use of the vaccine, people wll wonder if
this data is tainted.

Indeed, in this packet, you wll notice five of
the nine people on the ACIP working group had conflicts of
i nterest.

One was an enployee of one of the Lyne disease
vacci ne manufacturers, and the other was a private consultant to
a second Lyme vacci ne manufacturer.

And at least one of the CDC individuals in this

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

189

that was a consultant to SnithKline Beecham was al so involved in
the VAERS analysis, leading to a public perception of a conflict
of interest.

After ny presentation, you will hear Lyme disease
adverse event data fromthe LYMErix vaccine by Dr. Mark Geier, a
world renowned VAERS data anal ysis expert. He will be followed
by Dr. Norman Latov, a world renowned expert in peripheral
neuropathy from Cornell, New York. And then, David Ceier,
regardi ng VAERS data anal ysi s.

At a future date, we wll be here to present
research that directly questions the validity of the Western bl ot
data used to determine which vaccinees did or did not get
protection fromthe Lyme vaccine.

Thank you very much.

CHAI RVAN  DAUM Thank you very rmuch, Ms.
Vander hoof - For schner .

I show next Dr. Norman Latov; is that correct
sequence? Ckay.

Thank you, Dr. Latov, and wel cone.

DR LATOV: I"'d like to bring to the comittee's
attention the occurrence of neurological sequelae follow ng Lyne
vacci nati on.

In the past several nonths, we have seen several
pati ent who devel oped neurol ogi cal inpairment after the vaccine.

Four patients had a denyelinating peripheral neur opat hy
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docurmented by EMG and nerve conduction studies. Three had
cognitive inmpairnment with |eukoencephal opathy and nultiple white
matter lesions in their MI's. One had both neuropathy and
| eukoencephal opat hy.

The syndromes are strikingly simlar to those seen
in patients with chronic Lyne disease who have had active
infection in the past and treated.

In nmost of the patients the synptons were presuned
to be due to arthritis. Prior to a neurol ogical evaluation the
correct diagnosis was initially mssed. So | think there are
nore patients such as these, but they really have not been
eval uat ed properly.

By sequence analysis, the OGspA protein in the
LYMEri x vacci ne has three regi ons of honol ogy, each consisting of
six amno acids corresponding to brain cDNA sequences in the
GENBANK dat abase.

In addition, a human genonic database search
reveal ed 16 additional regions of honol ogy of six amno acids or
nore corresponding to genomc sequences. The observation
suggests that the LYMErix vaccine may have induced an autoi mune
reaction to a cross-reactive neural protein in the central or
peri pheral nervous system resulting in neurol ogi cal disease.

A simlar autoi mune reactivity induced by
infection might be responsible, in part, for the neurol ogical

mani festati on of chronic Lyne disease.
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Patients admnistered the LYMErix vaccine and
their physicians need to be inforned as to the possible
devel opnment of neurol ogi cal sequel ae and be properly evaluated if
the synptons are present. It would also be inportant to exam ne
patients vaccinated with the vaccine, who devel op neurol ogi cal
di sease, to determ ne whether they have T or B cell reactivity to
the cross-reactive epitopes.

In addition, there is a need for studies to
determine how to best treat these patients as they mght have
bot h an aut oi mmune di sease and ongoing infection in sone cases.

Thank you.

CHAI RVAN DAUM  Thank you very much, Dr. Latov.

DR KATZ: Could we have a question?

CHAI RVAN DAUM W don't usually do that, but we
have tine for one qui ck question sure.

DR KATzZ: Can you tell wus did these patients
devel oped their synmptons after the second dose, the third dose,
or how long afterwards? Can you give us any time sequences at
all?

DR LATOV: Three of the patients devel oped
synptons acutely after the third vaccine which is a year after
the first, with a severe flu-like syndronme, followed by weakness,
par aest hesi a, et cetera.

A couple developed after the second dose, never

received a third dose. One patient started noticing mld
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synptons after the first dose and then progressed thereafter.

So it is variable, but the ones with the nost
striking onset were after the third dose.

DR SAMJEL KATZ: Thank you, very rmuch.

DR LATOV: Yeah.

CHAl RVAN DAUM  Thank you, Dr. Latov.

Dr. Mark Ceier. Again | hope | am saying nanes
correctly.

DR MARK CEIER |I'mDr. Mark Geier of the Cenetic
Centers of Anmerica.

| have spent the last 15 or 20 years working on
adverse events in vaccines, and | would like to present a little
data from a paper that we have recently had accepted for
publication in a peer-reviewed journal.

Basically, we studied in the VAERS dat abase. Ve
conpared the adverse reactions to those receiving TD vaccine,
which is a vaccine that has been found to be causally associ ated
wi th peripheral neuropathies by the National Acadeny of Sciences.
And we al so conpared adverse reactions to LYMErix with the MWR
vacci ne, with the Rubella vacci ne having been found, again by the
National Acadeny of Sciences, to cause acute and chronic
arthritis.

Next slide, please.

W did this to control for various things that

need to be controlled for in the study of the VAERS. W found
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that when you conpared TD vaccine to Lyne vaccine, there was a
tremendously significant, and clinically significant, increase in
the rate of total reactions, ER visits, life threatening
reactions, hospitalizations, and disabilities, and an increase in
deat h, but it wasn't Jlarge -enough to be statistically
significant.

Next slide.

Wien we |ooked at the severe adverse reactions
conparing with TD and LYMErix, we found that there was a
statistical increase in arthritis; chronic arthritis as defined
by arthritis still around one year later since VAERS follows up
at a year; neuropathy, chronic neuropathy; convul sions which were
not significant; thronbocytopenia; |ynphadenopathy; hair |oss;
and the whole list that is up here. Because of tinme, | will just
show it you.

But basi cal | vy, arthritis and neur ol ogi cal
disorders were clearly conpared to a vaccine that everybody
adm ts causes some neurol ogi cal disorders.

Wien we conpared LYMErix to the rubella vaccine,
| ooking specifically at arthritis, both chronic and acute, we
found a very large increase of arthritis of both kinds conpared
to the rubella. And remenber, rubella is a vaccine that again is
wi dely accepted as causing in itself chronic and permanent
arthritis.

So we found that it is very remarkable that this
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vacci ne caused significantly nmore than a vaccine that we know
causes arthritis.

W |ooked at a paper, this paper that is listed
here. These authors |ooked at and found sinilar nunbers to what
we found, but they concluded that the LYMErix was generally well
tolerated and that there were no, or very few unexpected
reactions. It all depends on what you expect.

I nean, here is a vaccine that causes trenendously
hi gher rates of neurological reactions and chronic and acute
arthritis than vaccines that are adnitted to cause those things.
And yet these were considered to be generally well tolerated.

Qur data and our analysis of our data does not
show them to be well tolerated at all, but rather very poorly
t ol er at ed.

The question to ask is how could they find that

they were generally well-tolerated. | think that is just a point
of view I nean, they didn't cause anything that hadn't been
seen in the studies, | guess.

But | think that our recomendation for current

LYMEri x vaccine is that either it shouldn't be reintroduced or if
it is reintroduced it should be recommended only in cases where
there is a very high rate of Lyne in the area and then only with
informed consent. That is, the patients and the doctors have to
be aware that there are high rates of adverse reactions, sonme of

them very severe.
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In addition, they have to be aware that there is
treatnent for Lyme. Lyme, although it is a bad di sease, responds
very well to antibiotics if they are given in a tinely fashion
and given in the correct anounts.

Qur better reconmendation is that we wait and
introduce a better vaccine that doesn't have so many adverse
reactions.

As a final statement, | would like to point out
that | am strongly pro-vaccine. | just am interested in the
i mprovenent and in full disclosure of vacci ne probl ens.

Thank you.

CHAI RVAN DAUM W t hank you.

David Ceier, is our next speaker.

MR DAVID CEl ER My nane is David CGeier and |I'm
President of Medcon, which is a conpany that analyzes adverse
reacti ons to vacci nes.

| don't have a conflict of interest in this.

What | am going to present to you briefly here is
about epi dem ol ogy of the Vaccine Adverse Event Reporting System
or VAERS database. This is in light of what my dad just
presented before.

As what you know, CDC has nmaintained VAERS since
1990. Adverse reactions are required to be reported to this

dat abase as commanded by U. S. | aw despite clains by other people.
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Additionally, the CDC requires witten tel ephonic
conmuni cation of these reactions. The CDC additionally follows
up these reactions to determ ne whether patients recovered from
their reactions or not.

This is what we classify as chronic reaction,
those patients who haven't recovered at one year follow ng
vaccination fromtheir adverse reaction.

Addi tionally, the VAERS working group anal yzes and
publ i shes epi dem ol ogi cal studies based on VAERS. And Mark Geier
and mnysel f have published nmore than 20 articles in peer-reviewed
nmedi cal journals analyzing VAERS for the types of adverse
reacti ons he described followi ng Lyne vacci ne.

Additionally, VAERS working group reported how
useful VAERS is.

Next slide.

VAERS dat abase includes inportant information. It
is listed up there. O particular interests are the co-starts.
These list the adverse reactions that were reported follow ng
vacci nati ons.

Additionally, it gives information about which
vaccine was attributed to the adverse reaction that was reported
and what year.

Wiat we have done that is newis that we have used
M crosoft Access, a relational database, to assenble the whole

VAERS so we can analyze it at one tine with one search. So we
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can analyze any of the fields that are found in VAERS.

Additionally, we used biological surveillance
sunmaries conpiled by the CDC to calculated the incidence rates
of adverse reactions.

Wien doing that the question arises what does that
nmean because VAERS is conplicated by under-reporting and
erroneous reporting. So we have used vaccine control groups in
order to alleviate this.

A vaccine control group is a vaccine admnistered
to a simlar age popul ation as the vacci ne under study.

So our hypothesis is that an unbiased search of
VAERS database should yield non-statistically significant
differences in the incident rates of adverse reactions
admnistered to a simlar age popul ation because the inherent
l[imtations in VAERS should apply equally to both vaccines as
well as the biological surveillance sunmaries. Their limtations
shoul d apply equally to each vacci ne.

Sone of the terns that you saw in the slides
previously presented on VAERS: we use relative risk. That is
t he vacci ne under study by the control vaccine.

Trivial risk is just subtracting one from the
relative risk.

Percent association is dividing the relative risk
by the relative risk plus one.

The overall importance of these statistical Kkind
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of calculations is that we believe that if you have an adverse
reaction, following a vaccine, in conparison to a control group
with the percent association greater than or equal to 67 percent
or relative risk greater than or equal to two or trivial risk
greater than or equal to one, and that additionally these
criteria are listed, that it's nedically plausible for a
conponent of the vaccine to cause the injury alleged; that the
associ ation between the vaccine and the alleged injuries was
reported in the peer-reviewed literature; and the vaccinee
suffered an injury which is nedically accepted as a possible
reaction; and that the injury occurred within a medically
accepted tinme period; and the alternate causes were considered
but otherwise limted; then nore likely than not you can say the
vacci ne caused the alleged injury.

And as with the case with Lyne, we believe that
each of these criteria has now been net.

Thanks.

CHAI RVAN DAUM Wl |, thank you very nuch.

St ephen Shel l er, please.

MR BROOKS: Thank you, ny nane is Al bert Brooks.
I"'m an associate of M. Sheller. M. Sheller has becone
unavail abl e and asked ne to appear in his stead.

Chai rman Daum menbers of the conmittee, | want to
thank you for the opportunity to speak here today.

I nust express a bit of puzzlement at why we're
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here. It is so late in the afternoon at this tinme and this place
given no questions being posed to the Advisory Conmmittee and

given the FDA' s presentation.

But | do want to echo what has been said earlier
and point out that this vaccine, from what | can see -- and we
have been contacted. W are attorneys in Phil adel phia -- we have

been contacted by well over 500 people now who have experienced
arthritis, general Lynme disease-like synptonms, and very, very
serious neurol ogical conditions, such as those described by Dr.
Latov, including one patient with acute transverse nyelitis who
is now on a trach tube and a feeding tube and wll in all
l'i keli hood be dead soon after vaccination with LYMErix, and that
occurred within a week of her second vacci nati on.

This vaccine is really a cautionary tale about
what happens when qualified reconmendations for approval are
nmade.

In 1998, there were a nunber of safety concerns
t hat were expressed by the comittee, al bei t with a
reconmendati on for approval.

In January of 2001, many of those concerns were
revisited and the committee stated, by and large, that many of
t hose safety questions had not yet been resolved, given two years
of marketi ng.

The conmttee did make several reconmendations

about what should be done, many involving the dissemnation of
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information to the public and to doctors about the ongoing safety

guesti ons.

In that past year, as far as | can tell, none of
that has been done. Information has still not gotten to the
publi c. And there is nore information that has come out since
t hen.

W have the information from Dr. Latov. W have
the devel opment in the VAERS reporting system And we al so know
that the FDA is looking at the VAERS Reports, albeit in a very
limted way, specifically with arthritis.

They have, as of Novenber when they presented an
abstract to the Rheunatol ogy Convention, gathered records on 31
people who had full sets of records and arthritis conplaints.
Fourteen of those had physician-di agnosed onset of arthritis and
that is a very strict definition.

Seven of those 14 could not otherw se be expl ai ned
by preexisting conditions, famly history, predisposition to
aut oi mune-rel ated conditions and these are of quite a bit of
concern to us.

Most inportantly we have the vaccine being
wi t hdrawn fromthe market, suddenly, and at the very begi nning of
what is believed to be the tick season in nost of the Lyne
endem c areas, which raises substantial questions about the
safety profile of this vaccine.

I think it is strains «credibility for the
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manufacturer to maintain that it is being wthdrawn because of
poor sales due to lack of demand, especially in light of the
CDC s recent analysis that the incidence of Lyne disease is
hi gher than ever.

The reason there are poor sales -- and | think
that poor uptake into the Phase |V study denonstrates that there
have been poor sales -- is because this vaccine is not a good
vaccine and it is hurting people.

And many people are reporting adverse reactions.
The nunbers reported to VAERS are remarkable, and they are only
the tip of the iceberg.

| have tal ked to people who have gone for nonths
after vaccination not realizing that arthritis is possibly
rel at ed. Therefore, they never associated their arthritis with
t he vacci ne.

| have tal ked to people who have said they are 40
and they feel like they are going on 80. Peopl e who say they
felt like they were just getting old; that's a 35 year-old. I
have talked to a client, who was a vice president of a ngjor
manuf acturing conpany of clothing, a multi-mllion dollar salary
per year, who is no longer able to work; would hold meetings in
the afternoon and the next norning forget that the neetings
occurred. She has now a lupus-like condition. | have talked to
several people like that.

It is not enough for the vaccine to have been
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voluntarily withdrawn and the Phase |V study is not enough. W
are calling on the FDA to actively solicit information from
doctors and the public regarding arthritis and the nore
generalized Lynme disease conditions, as well as neurol ogical
synptonms, to really build a neani ngful database.

It's not acceptable that this vaccine can cone on
the market for two years, be withdrawn, and |eave injured people
inits wake with really no answers.

The public health demands an answer. Peopl e who
have been injured demand an answer. The treatnent of people who
have been injured and the treating physician's ability to treat
t hose peopl e demand an answer.

That is what we are requesting at this point. And
we certainly hope that the disappearance of the vaccine fromthe
market will not also bring with it a disappearance of an
i nvestigation of these conditions.

Thank you.

CHAI RVAN DAUM  Thank you very much.

Kat hy Shepanski .

M5. SHEPANSKI : I'm Kathy Shepanski and | am a
LYMErix victim | received --

CHAl RVAN DAUM  Ms. Shepanski, excuse nme. Can you
speak right into the mc?

M5. KATHY SHEPANKSI: Ch, |'msorry.

CHAl RVAN DAUM  Thank you. W want to be able to
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hear you.

M5. KATHY SHEPANSKI : Al right. I'"'m a LYMErix
victim | received one shot in May of 1999, May 4th. By My 6,
| was starting to feel like |I had the flu and that was the only

reaction that anyone told ne that | would get.

| becane very ill. I did not receive the second
shot because they were deciding whether they were going to put mne
in the hospital on the day of ny second shot.

| have been to many doctors that they don't even
want to hear what you have to say.

Finally, 1 have gotten to a doctor that has
di agnosed ne with Epstein-Barr and rheurmatoid arthritis. That's
where | am

I was perfectly healthy before LYMErix shot and

now | ' m not.

Thank you.
CHAI RVAN  DAUM Thank you very rmuch, Ms.
Shepanski. W hope you recover as quickly as possible.

Is Pat Smith here, please?
M5. SMTH  Thank you, M. Chairman and menbers of

the conm ttee.

My nane is Pat Smith. I'"'m President of the Lyne
D sease Association, an all volunteer association with five
nati onwi de affiliates. It consists of patients and famlies of

patients.
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The LDA has provided funding for research from
coast to coast, sone published in peer-reviewed journals
i ncl udi ng JANA.

Along with our Geenwich affiliate, we were
recently honored at a Iluncheon by Colunbia University for
partnering with them in the establishment of an endowed chronic
Lyme di sease research center at Col unbi a.

W also co-sponsored a fully accredited nedical
conference for physicians with Col unbi a.

Wrking with | egislators, we have devel oped a bill
in Congress, H R 1254, which will provide $125 mllion for Lyne
di sease research, prevention, and physician educati on.

The association provided testimony to this
conmittee in January of 2001 seeking a nmoratoriumon the vacci ne,
but we felt that no action was taken by the FDA. And to that end,
in January 2002, the LDA had a private nmeeting with the FDA's
Center for Biologics Evaluation and Research, CBER W brought
along several experts to discuss the vaccine issue with FDA
officials, including Karen Mdthun, Susan Ellenberg, Peter
Becker man, Norman Bayl or, MIles Braun, and Robert Ball.

It is ny understanding that the conmittee has not
received an update on that neeting, and | would like to present a
qui ck updat e.

W presented Dr. Donald Marks, MD., Ph.D., former

Lab Director of GConnaught, 14 years of clinical research and
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regul atory affairs experience in the pharnaceutical industry,
including Director of Cdinical Research in charge of the Lyne
di sease vaccine program at Aventis Pasteur; presented to the FDA
and he was the |eader of a conpetitive effort to manufacture a
virtually identical vaccine.

Currently, his focus is diagnosis of adverse
events from nedications, vaccines, biologicals and nedical
devi ces. The LYMErix associated cases he reviewed included:
arthralgias and arthritis, as well as conplicated neurol ogical
probl ems, and include adverse events that are |long | asting.

A sunmary of Dr. Marks' presentation foll ows.

Wiy nore adverse events were seen after the
vacci ne reached the narket? People receiving LYMErix after
product launch lived in Lynme endemnmi c areas. Many peopl e may have
had prior exposure and clinical or subclinical infection. In
these cases, LYMErix could be triggering or reactivating the
danmage caused by old and presunmably cured Lynme di sease.

Pattern of synmptoms experienced after LYMErix
mmc patterns of prior infections in many individuals. In these
patients, LYMErix-related synptons seemto respond to antibiotics
as did the initial infection, bolstering the theory of disease
reactivation.

I ssues which confuse the vaccine picture. As
proof of safety, the conpany inoculated arthritis-prone mce with

GspA.  But since the mice did not possess the HLA marker known to
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interact with OspA in humans, this rendered the experinment
nmeani ngl ess.

The conpany rmasked serious causally-rel ated
adverse events behind qualifiers, such as, quote, and which nmay
have no causal relationship with the vaccine, unquote, and,
guote, cannot be distinguished from the natural history of the
under | yi ng di sease, unquot e.

The conpany says that the possibility of severe
r heumat ol ogi cal neurol ogi ¢ aut oi nmune adverse events is inherent
in Lyne disease, attenpting to shift the blame onto the patient
and their illness, but does not inform physicians that the sane
adverse events can be separately caused by the vaccine, in
addition to the synptons of an underlying di sease.

As a resul t of t hese actions, genera
practitioners in the US. were kept in the dark about the life-
threatening side effects of LYMErix. Sone basic problens: non-
specific hyperactivation of the immune system often evidenced
t hrough swol Il en hands or arthritis is an adverse event associ ated
with LYMErix. This may be due to the presence of adjuvant.

Thi s hyperactivation creates "dirty" Wstern blots
in which multiple Lyme disease bands appear whether the
i ndi vi dual has Lyme disease or not. The dirty banding makes it
i npossible for physicians to differentiate between LYMErix
vacci nati on, new infection, or reactivation.

The net result is that cases of Lyme disease will
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go undi agnosed and untreated. Adverse reactions to LYMErix will
be mi sdi agnosed as Lyne disease and people will be unnecessarily
treated with antibiotics.

The vaccine manufacturer provides no warning to
these possibilities.

The intention of FDA regulations is to provide a
vaccine that is safe and effective. The intention of prescribing
regulations is to provide sufficient information to prescribing
physicians to enable safe and effective use of the vaccine. In
both regards, SKB s actions appear to be contrary to FDA
regulation and intentions and contrary to accepted standards
wi thin the vaccine industry.

The cases he exam ned, four of four neurol ogicals
that he felt were related; 15 of seven rheumnatol ogi cal s.

And just in conclusion, | would just say that | do
have a copy of the remainder of nmy talk and I would ask that the
conmittee does not drop this. W do not want this vaccine to be
re-marketed or a simlar vaccine without studies being finished.

Thank you.

CHAl RVAN DAUM  Thank you very nuch, M. Marra or
Ms. Smith. Excuse me. | get confused.

Ms. Marra is the next and |ast schedul ed speaker.

Ms. Marra.
M5. JENNY MARRA: M nane is Jenny Marra and |'ma

Hospi ce nurse from New Jersey and | ama vaccine victim
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Sone may renenber ne from January 31st neeting of
2001. | was here with a lot of different people that | have net
that were also hurt by this vaccine.

| don't have the gunption; | don't have the health
that | had then.

I want to put a face on these nunbers that you are
| ooking at. My life has been destroyed, conpletely. | have an
el bow as big as a knee.

The synmptoms canme on a week after the first
i njection. The doctors, | have seen 17 of them Three know

about LYMErix and the problenms it is causing. The others don't.

I have been diagnosed wth fibronyalgia and
depr essi on. My husband is the sanme way. W both have
fibronyal gia and depression at the same time. According to him
this is possible.

| don't understand. | am hearing from the VAERS
i nvestigation. | did the tel ephone investigation from the FDA
I don't wunderstand the nunbers, that they're not finding a
connecti on.

Wien | know personally 133 people that have had
this vaccine and that are hurt and out of them 121 of them are
just like me, and we can't get help.

So if you can't find this connection, we're never

going to have doctors to be able to find -- I'mnot even | ooking
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for a cure. | just want treatment. | need -- | need help. | am
in pain and | need hel p.
And | want to know if you people care. Do you?
You are the FDA At times you could trust what
you put on the narket. I tell you what. | wouldn't touch
anything that you put on the market anynore, not from what |'ve

| earned since taking this vaccine.

And |'m a nurse. I'"'m a nurse. I"'m 43 years old
and 1'm going on 80 and |'m not alone. There's thousands of
people just like ne. Wy can't you find the connection? | don't

under st and.
I"mnot allowed to ask questions, aml?

CHAl RMAN DAUM You're welcone to ask them And

we'll --

V5. JENNY MARRA: Can you answer ne?

CHAI RVAN DAUM | don't know.

MS. JENNY MARRA: Yeah, | did not think so.

| amin touch with several people in the FDA that
are -- you have non-nedi cal people doing these investigations on

t he phone. Have you once physically exam ned any of us?

W have doctors. They have no idea what's going
on with us. Al of us. | nean, | know 121 people just |ike ne,
with the same synptons, the sanme probl ens.

You know, | have menory loss. | can't even use ny

right hand right now because | drove here yesterday from New
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Jersey. You know, there's so many people |ike ne. You can't,
you know, you can't -- for one, | keep hearing people talk about
them putting it back on the market, God forbid. You know, enough
peopl e have been hurt.

| also heard that SmithKline is following up on
the people that were in the studies. | know 11 people that were
in those studies and they have been trying and trying to get

SmithKline to help them as they prom sed, and they are doing

not hi ng. They are shutting them out. They are shutting the
doors. It's over. |It's over.

| just ask -- you know, | don't even know what |'m
asking, except for help. | need help. | can't live on steroids.

It is the only thing that does give us sone relief when it
flares up.

But | can barely wal k mornings. Today |'m | ucky.
I only have loss use in ny hand. Half the tine it's ny arns. |
have menory loss. M husband is worse than | am And | have a
son that | can't play wth anynore.

CHAl RVAN DAUM  Thank you, Ms. Marra, for sharing
your touching story with us. W wi sh you a speedy recovery, as
wel | .

I think we want to reassure you that the comittee
remai ns concerned about the safety and the efficacy of all the
vacci nes we discuss here and will continue to do so.

Is there anyone else that would like to address
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the committee at this tine as part of the open public hearing?

(No response.)

CHAl RVAN DAUM  Ms. Fisher, did you want to nake a
comrent before we cl ose?

M5. FISHER Yes. | had wanted to ask a question
to the FDA, but didn't get ny hand up in tinme when you were
| ooki ng around.

| just, you know, | think it is very inportant for
us to take seriously patterns. And that's what M. Marra was
trying to comuni cate. W see this often.

Certainly at the National Vaccine Information
Center, we see mmny patterns with the reactions that are being
reported. I certainly hope that we wll follow up on those
patterns.

But | would like to ask the FDA: now that LYMErix
has been voluntarily wthdrawn from the narket by the
manuf acturer, what is the process for LYMErix to be reintroduced
inthe US ?

Specifically, can this vaccine be reintroduced and
used in children, w thout supporting data first being presented
to this committee for a vote on safety and efficacy?

CHAl RVAN DAUM  Ckay. Thank you.

Let's ask soneone fromthe agency to respond.

Thank you, Dr. M dthun.

DR M DTHUN: This vaccine has never had an
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indication for a pediatric use, and so if that scenario were to
ensue, clearly that indication would have to be sought.

As you know, we routinely bring these types of
things to the Advisory Conmittee for your input.

CHAI RVAN DAUM  Thank you, Dr. M dthun.

And again thanks to the people who took the tinme,
and effort, and energy to come to address up today. W assure
you we will take your conments seriously and under advi sement.

Wth that, | declare the neeting adjourned.

(Wher eupon, at 3:35 p.m, the neeting was

concl uded.)
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