10

11

12

13

14

15

16

17

18

19

20

21

22

201

probably need between 110 and 170,000 kids to be
followed up to find significant results here.

- I mean, this could be a couple of years of
enroliment if the whole VSD population starts using
the vgccine, or it could be much more if their take
takes more time. This could be very*weli all infants
by the inclusion of other HMOs.

I don't know if Melinda Wharton would like
to comment about this or somebody else from CDC.

And this is very quick and dirty. There
is nq consultation or discussion on sample size
officially yet.

~CHAIRMAN OVERTURF: Dr. Wharton.

DR. WHARTON: Well, just to build just a
littlg bit on Dr. Izurieta's comments, what happened

in the study that Dr. Komars haé published in

Pediatric Infectious Disegge,Journal, because there
was not widespread use of RotaShield in the
participating VSD sites back in 1999, there was a
study‘rapidly initiated involving a large number of
managed care organizations that had the same type of

electronic records or computerized records available
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to the VSD sites, and that was pretty rapidly
implemented in response to the signal.

So if the VED sités are not participating
vet iﬁ the program, the other ways that ascertain that
in populations that are using the vaccine could be
developed, although I think pretty difficult to rely
on tﬁat for a routine study; ‘This was done in an
emergency setting in a very resource intensive way,
and I think we wouldn’t want to rely on it for a more
routipe ascertainment.

‘CHAIRMAN OVERTURF: Yes, Dr. Malonardo.

DR. MALONARDO: I would like to ask a
question to the FDA and the people in CDC who work on
these, and please understand my bias. I don‘t work in
vaccines., I work in drugs, and when Dr. Izurieta
actually said that for RotaShield there was an
opportunity to detect a risk of one in 10,000, I was
very impressed.

So there mﬁst have been a tool already
back then that had the ability to discriminate even
in these very sméll numbers. So do you have a sense

that for what Merck has proposed and what you are
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planning to do with the VAERS, the VSD and the study
from the sponsdr? Have yoﬁ increased the
possibilities of even improving “into what’s been
pharmacoepidemiology in the past?

In other words, are you better suited now
to either at least detect that risk that RotaShield
had or improve on that number?

. DR. WHARTON: Well, iﬁ terms of the basic
vaccine safety infrastructure, which the Public Health
Service maintaing at CDC and FDA, the vaccine safety
data }ink is really the primary piece of that ability
to ascertain that level -of risk by using linked
electronic databases in large managed care
organizations where you're able to capture both
exposure and outcome in a relatively efficient way.

‘These associations can be identified and
then chart reviews can be performed when needed. It
still ends up being a -- it still can’'t be done
immediately; It still requires é lot of planning and
work, but compared to performing a clinical trial,
it’s a vastly easier way, an obsexvational study where

you end up having to recruit and then do follow-up
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without the infrastructure thét these computerized
databases provide.

DR. BRAUN: Can I?

CHAIRMAN GVERTURF:‘ ‘Please introduce
yoursélf.

- DR. BRAUN: Yeah, Miles Braun from FDA.

I'd like to address that gquestion in two
ways. One is I think since the RotaShield experience,
the VSD has expanded to include a few more HMOs, or
maﬂaged care organizations. So that increases the
amount of subject under potentiél study. So that’s
one thing that‘é different.

Now, the other thing, I think, that we can
improve én, and br. Izurieta alluded to this, is that
I believe in the RotaShield experience, the VSD sites
overlapped with the Phase 4 study. So the Phase 4
studyiwas.going on in an HMO that was also part of the
VSD.

So in a certain way you're déuble counting
the same people, and I think what Dr. Izurieta was
saying, and which, you know, I think we would support,

is the CDC has invested in that infrastructure. It
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exists, and I think it would be desirable that if
there is géing to be another study done, and this is
what the sponsor had proposed, that it be done in a
way that it doesn’t overlap so‘.that you‘re not
studying the same patients in the Pﬁase 4 that vyou
have in the VSD because how much really additional
information is there.

So those are, I think, two ways. One way
we have impfoved with the V8D because itfs expanded,
and this is on the table, I think,ktoday, this overlap
issue

CHAIRMAN OVERTURF: Dr. Malonardo.

DR. MALONARDO: Yes, just a follow-up.

So that means that you hopefully will be
equipped td detect the risk of at least a one in
10,000 or evén~actually even smaller, because you're
improving whatever tools you had in the past. So
that’é -~ gkay. Thank you.

'CHAIRMAN OVERTURF: I guess I‘m a little
bit cbnfused by. that because obviously in a post
licensure study, particularly in the VSD study, I

guess there will be a small control group. It depends
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a liﬁtle bit. It depends a little ﬁit on what's
recommended for the vaccine if, indeed, it is licensed
because if it's licensed for a routine use, then at
least theo:eticélly the only people getting -- nearly
all of the children will be eligible and will end up
getting vaccine. The only control group will be those
for whatever reason, missed vaccine. That's the group
that you'll be comparing against?

DR. IZURIETA: Youl’'re right. Choosing
the right control group is going to be a challenge
with \realityu In some VSD studies, historical
controls have been used. In oﬁher VSD studies other
HMOs who have not used the vaccine or the product have
been included. We could use different background
estimates from different groups. I don’'t know if
Melinda hasyadditional.

Right, you can use case series analysis,
which 1is very efficient, if you study, you know, a
window of exposure and then a window of nonexposure,
and that has been done with RotaShield and with other
products. That‘'s probably the most refined way of

doing it.
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But, again, if\ you do rapid cycle
analfsis, then there are certain ways you can do it.
You cannot do it.in this particular way.

' So to be VSD efficient, it can be done.
It depends on how many resources you invest, how much
you are going tq do, how far you want to go, but it
can be done as Melinda said.

CHATIRMAN \OVERTURF: All right. Dr.
Markovitz. |

DR. MARKOVITZ: Yes, I just wanted to echo
a couple of comments. First of all, what Dr. Karron
was saying about the seizures.

I'm not sure I understand why that
happened or if it really is anything, but it certainly
looks 1like something to emphasize in any post
1icen§ure follow~-up that takes place.

Also, just echoing what Dr. Overturf said,
certainly there’s a lot of room for studying people
who have various types of inmuno-suppresgsion, and I'm
glad to hear that the sponsors are planning on doing
that because obvieusly that will be important both in
terms of whether to vaccinate those vulnerable groups,
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as well as the concern about the vaccine being shed to
thosg vulnerable groups. So in both ways it will be
very good to get those data.

And speaking of groups not yet tested,
this is a recurring theme, but I think that the
sponsor has been very thorough in most ways, but
really the‘ﬁaccinated population in these studies,
again, doesn’'t reflect that of the U.S. Very low on
people who are African<American, very low on people
who are Hispanic,’and very low on people who are
Asian. 2nd'I doﬁ't think that this is the best way to
conduét these trials.

I don’t think it oblitératés the meaning
of the trials or anything, but I think that more
effort has to go into having}these trials actually
represent what modern America actually looks like and
not for political correctness reasons, but rather for
vaccine efficacy réasons,

'CHAIRMAN OVERTﬁRF: I would like to ask
one dther ;question. You know, aré sera still
available to reevaluate this issue of serological

interference? And are there plans to actually relook
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at tﬁe sera?

Because there was this guestion about an
unvalidateé assay for the pertussis antigens.

DR. HEATON: Yeah, the -question about
whether seré is still available. We actually had sera
from the origina} group that was/tested, and we have
run pre and post immunization titers in a different
laboratory.:

Although I guess I just want to back up
and Qay that the assays in the p:evious laboratory
have been validated, and we have reviewed those
assays, and I think FDA though is still going on with
their review of those assays.

But doing repeat testing and then we’re
also testing another subset of kids within the REST
study’ wherg we had sera availablé, and then in
addition, we will have another concomitant use study
with the Pertactin éontaining‘vaccine and that we need
to do;in Burope as well. So we’ll have data from that
study.

CHATIRMAN OVERTURF: Yes, Dr. Gellin.

DR. GELLIN: The background material and
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the bresentation, I think from the FDA, highlighted
that there was some discrepancy about numbers. I
guess I‘d like to have some understanding of what
that’'s all :about, and what the implications of that
might be.

. DR, KOU;: My name is Jingyee Kou. I’'m the
statistical reviewer for this product.

7Actua11y the discrepancies on efficacy
looks as just differences in numbers, but it’s a long
story,behind it. ‘What happened is that when we get an
application from sponsors, usually they submit two
sets of data. One they call it raw data, listing
data, : which has individual subjects, and then they
have Qhat they call analysis daté, which is derived
from raw daﬁa.

And so this is a miscommunication that
Merck believes that FDA only uses the analysis data,
and it happéns that we use both, and then I'm the one
that ]pelievgs that I wanted to arrive at the same
conclusion as the sponsors from the raw data. So I
worked with the raw détaQ

But because Merck believed that we only
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work with analysis/data, so they didn’t provide as
much:detail as they had with theAanalysis data, and
also because the size of the data set, and by the time
I realizedflrdidn't have certain crucial information
and aéked them for it, the timing is already.

- And so that’s the reason why you see the
discrepancy. This happens; when we review data, it
happens. You know, it just happened this time that I
can’'t make it beﬁore and we can resolve the difference
betweén the two before this committee meeting.

But I have to say the difference, like I
said, I don’'t really know at this point because we
still need to communicate with Merck to really fine
tune, - to find out where the differende are, but I
think one of thé,possibilities how to handle missing
data, I delete all the missing data, but then there
are different interpretations and so that’s one thing
that I woula like to look into.

But the thing is that if yvou loock at how
my nu@ber is different from Merck’s number, it’s in
the same -- the reason that we get to the same
efficacy estimate is because we apply -- I mean, at
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least I feel comfortable because we ﬁoth apply the
same criterﬁa to both arms, both vaccine and placebo
arms.

So even though my numbers are di%ferent,
are lower than theirs, but they’'re lowei on both arms
in the same fashion. So that’s why I come out to have
the same efficacy estimate, even though the number of
casesiare different. That's pxdbably just due to we
have this d;sagreement on which ones we call a case.

I hope that -~

DR. GELLIN: So we’'re asked a big question
aboutzefficacy. Is this interesting or is it relevant
is the real?question.‘

"DR. KOU: Well; okay. So if you have my
briefing doéument from, you know, a month ago, which
I wasi still working on, at that time I was not
comfortable\with«the number because the discrepancy is
not in any fashion, and then I realized the reason is
becauée I didn’t have the cfucial information for the
rotavirus sgason(for each of the sites, and so I
couldn’t determine when the first rotavirus season was

over. So, in other words, it ends.
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This time, and after we have communicated
with)them,rthat information was provided. So this
time When I look at the number, and like I said, even
though the number of cases are different, I mean, yes,
that's important, but in terms of the efficacy itself,
I felt, you know, comfortable fhat nurber will not
change dramatically.

So for 006 they havé the hypothesis is
great(than 35 percent for the lower bound and for the
007 it’s zero percent. I would say it’s highly likely
that it will meet those criteria.

CHAIRMAN OVERTURF:L Yes, Dr. Wharton.

DR. WHARTON: I just want to follow up on
the qgestion Dr. Self asked earlier about the burden
of diseasekénd likely impact of the vacéine on public
health. The figure of one in 65 chiidren being
hospitalized I‘'ve heard often cited, but it has never
been clear to me whether or not there were risk
factors for hospitalization that, in fact, have been
identified.

And it the risk factors for

hospitalization are the same as the risk factors for
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not being vaccinated on time, we may, in fact, not
real@ze the full benefits of this vaccine, given the
relative narrow window in which the vaccine series
needs éo be administered.

CHAIRMAN OVERTURF: bo you have any
information in terms of the nine months of the
previous vaccine what the ubtake wag?

| That was a vaccine which was recommended,
I believe, by ACIP as well as by American Academy for
routine immunization for children. Do you have any
idea in that first nine months whether the uptake was
comparable to othér vaccines in the first nine months?

DR. WHARTON: Yeah, although the wvaccine
was really pulled during the ramp-up phase of
introduction. So I‘m not sure that’s a comparable
experience. Really the issue I was raising didn‘t
have to do with recommendations. It had to do with
our ability‘to deliver vaccines on time to children
who mgy be, in fact, at higher risk of serious
consequences due to rotavirus, although I don’‘t know
that. I mean, I've never actually seen if the data
exists about risk factors for severe outcomes due to
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rotavirus. I’m_not familiar with it.

CHAIRMAN OVERTURF: A lot of that data is
from the CDC’'s groups, from Roger Gléss; but he’s not
here T takg it.

Are there other comments before we proceed
to the other questions? Yes, Dr. Gellin.

. DR. GELLIN: This may follow from OPD
experience, but what are the recommendations if the
infant spits this stuff out?

'DR. HEATON: So the question is what are
the recommendations if the infant spips the vaccine
out. We do not recommend to repeat the dose because
if they spit it out, we don’t know how much they'’ve
still maintained, and in fact, all of our efficacy
data is just bas;;ed on not repeating the dose and
keeping those kids in,the efficacy analysis. So it
does take that factor into account.

CHAIRMAN OVERTURF: Are there any other
comments, particularly in regard toAQuestions 3{(a)
through 3 -- I‘ve made it now 3(e) because I added
seizures to that group that need to be examined

carefully.
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For those of you who are not
pediqtricians, seizures is an extremely difficult
problem to deal with in that age group. It is not as
easy to diagnose seizures in small infants as one
would guess. So I suspect that that‘s a very
difficult issue to deal with. " It's not as
straightforward-as it perhaps sounds.

Any other comments? Dr. Word.

DR. WORD: I don't know if this goes under
yvour Epharmacovigilance or does it go up into the
safety, but I Ythink as Dr. Wharton pointed out,
pediatriciaﬁs are generally trained to always do
catch;-up immﬁniz;ations, and if they only have data up
to 34 weeks of agé, what are you going to tell someone
if Someone Qalks’ in the door at four months? Do you
still . go on and give that three dose series or do you
say, "Don’'t- worry, about it*?

And I don’t krow ywhat area ~-- because I
think that’'s one;‘of the questions I had, but you asked
it already. So I didn’'t need to repeat it.

CHAIW OVERTURF : I think that’s the

point made by Dr. Wharton, and I think it has to be
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part bf the post licensure studies, which is to look
at how yoﬁ extend the dose interval, as well as
beginning the series. It has to be a critical
feature, not only its effect on safety, but also its
effect on effectiveness has to be part of those
studies because this will continue to be an issue with
providers until that information is complete.

CHAIRMAN OVERTURF: Any fﬁrther gquestions?

(No response.)

- CHAIRMAN OVERTURF: Well, I think without
further ado, we’'ll go ahead and begin to consider the
other questions{ and we will take votes on the first
two qgestio#s.

And so I'1ll ask the first question first,
and then ask each member of the committee to address
the questian. . The first question is: are the
available data adequate to support ﬁhe efficacy of
Rota’l‘éq in preventing rotavirus gastroenteritis caused
by serotypeé Gl; G2, G3, G4, and G serotypes that
contain Pl, for example, GY.

When the two doées of“ vaccine administered

at six and 12 weeks of age -~ excuse me -- when the
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"first dose of vaccine is administered at six and 12

weeks of age followed by two subsequent doses
sepafated by four to ten week intErvals; so the dosing
intervals are very specifically specified in that
question, and the time of initial dosing.

So I’1l]l start with Dr. Markovitz.

' DR. MARKOVITZ: Back to first. Well,
fortunately this one seems pretty easy to me. I think
that this vaccine looks highly efficacious. I don’t
see ény holes . in the presentation in terms of
efficécyx " So I would vote yes. It certainly
satisfies those criteria.

| CHATRMAN OVERTURF: Dr. Farley.

DR. FARLEY: Well, I guess we didn’t spend
a lot of time looking at the serotype specific data,
and I guess there are some holes there that kind of
cross. over, thaé.if you look at it by just efficacy
against disease, what’is‘it? That maybe the numbers
weren‘t thete foxr thrée, four, and nine, but then if
vou look atAhospitalizations and ER Qisits, it fills
in thése gaps.

S0, I mean, I think it’s the composite
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data; and since most of the disease is G1, that there
is a comfort zone there. I mean, I think that by
infeﬁence that the Pl containing ones other than G9
might be covered. So I'm not sure if we need to get
down into tﬁat detail, but\overall, you know, I think
the efficacy data -- and I think we have to emphasize
the time of/administration being very tightly studied
and our recommendation would be to keep it tightly
linke§ to those age groups for now at least.
| S0 I guess I vote yes.

TCHAIRMAN OVERTURF: Dr. Roval.

‘DR. ROYA&A I would also vote ves as well.
Certainly the data show that preventing infection in
a significant number of these kids will prevent
secondary complications. Agaiﬁ, yau’ know, these
vaccines or the infection itself, thelpﬁimary effects
of the infection are not )what‘ damages intestinal
tract, and to a large extent, incfeased surveillance
does have an impact, but certainly the vaccine itself
by'preventiqg infection certainly'carries a tremendous
benefit.

So I would vote ves.
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CHAIRMAN OVERTURF: Dr. McInnes.

DR. McINNES: I think the data presented
do support“éfficacy,against rotavirus géstroenteritis
of any séverity and against éevere rotavirus
gastroenteﬁitis caused by vaccine serotype at the ages
and within window as presented in the question.

CHATIRMAN OVERTURF: Dr Whérton.

DR. WHARTON: I agree that the data
suppoits efficacy for prevention of rotavirus
gastrbenter;tis using the study or the schedule that
we studied.

CHAIRMAN OVERTURF: Dr. Gellin.

DR. GELLIN: Yes, I agree as well that the
data support the efficacy. Interested given the
globa; reach of the disease and the vaccine to
contiﬁue to look for emerging serqtfpes and how the
vaccine does against them.

-CHAIRMAN OVERTURF: Dr. Word.

‘DR. WORD: I think I too would say that
the data they presented does support the efficacy. I
guess\I’m a little challenged with the term "severe"
versus just generalrefficacy because I still have a
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problentwiﬁh that table and how things were calculated
because whén I do my math, Qhen I get down to a number
of léss than 16 and it’s not severe but I‘ve had a
seiz@re, I'm tro;bled.

But ‘I am satisfied to say that it's
efficacious, and they’ve proven that.

CHAIRMAN OVERTURF: Dr. Malonardo, you're
not a voting member, but you can give an opinion if
you want at,thig point.

DR. MALONARDO: (Speaking from an unmiked
location.)

CHAIRMAN OVEﬁTURF: Okay. Dr. Karron.

DR. KARRON: Yes, I believe that the data
are adequate to support the efficacy'with the schedule
as specified.

CHATRMAN OVERTURF: Dr. Self.

DR. SELF: I vote yes and just note that
what we’re’voting on is not the type specific, but
it’s the overall, including all of those types just
per a comment earlier,

I guess I'd also like to commend the

sponsor on putting together a wvery c¢oherent and
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comppehensive program. I wouldn’t say it was a joy to
reviéw, but it\Was a pleasure.

(Laughter.)

CHAIRMAN OVERTURF: I also would assert
that I think the efficacy is well demcnétrated.by'what
was I think a relatively exhaustive trial, an I
congratulate the sponsors on that as well.

I think the biggest issue is obviously
when you do a large trial like this, oqe/requires in
a prospective fashion doing it under ideal conditions,
making sure that every trial gets started and given
exactly a specified time. That may be very difficult
to accomplish in the public‘health scheme and will
have to be worked out in post licensure studies, but
I also vote yes.

| The second guestion there may be a little
more debate on, is are the available data adeguate to
suppott the safety of RotaTeqg when used in the three
dose vaccine series beginning with the first does at
six to 12 weeks of age, followed by two additional
doses separated by a four to ten week interval.

And so we’ll start on the other side at
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this point and ask Dr. Self go begin answering that
question.

DR. SELF: My answer is generally ves,
although there ére a few safety issues that I think
meriﬂ folloW—upiin the post licensure studies. The
main issue, singe this is all sort of conditioned by
the iésue that the RotaShield vaccine had I think are
the rates §f intussecpﬁion and the possibility that
there,are some excess cases that are caused by the
vacciﬁe. |

In trying to reconcile these two, just a
back of the enyelope calculation of the efficacy to
reducé hospitalizations in tbe,first couple of years
of life net of some bound based'on a relative risk
bound that can be achieved either in this study or in
the fbllowaﬁp studies can be computed, and if I've
done this correctly, that  net efficacy of
hospitalizaéions~is still around 80 percent, down from
75 or 95 percent;/but still very substantial.

‘And o in trying to grapple with the
balance between4riskland benefits, it does seem to me
very clearly to be in favor of the vaccines.
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CHAIRMAN OVERTURF: Dr. Karron.

DR. KARRON: Yes, I db believe that the
avaiiable data are adequate.ﬁo suppbrt the safety of
ﬁotafeq. However, I db/as we have all discussed think
there\ are impértant issues to be' addressed post
licensure. -

I think it‘s important to look at rates of
intuséecptipn after each dose and particularly
strat;fyingfby ége of the recipient‘atieach dose. I
echo Dr. Wharton's comments that in the real world
things may be very different.

"I also think it’'s impprtantﬁtcxcontinue to
collect data on seizu;es as we’ve discussed
previously.w

CHAIRMAN OVERTURF : Any comments, Dr.
Malonardo?

Okay. ,Dr. Word.

‘DR, WORD: Actually, I‘actually agree that
they provided adequate, sufficient data to support
their safety and would prqbébly ecﬁo'some of the same
concerns because I think before we have the big red

flag that went up with intussecption, and it has been
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such: a focus there because of the way it’s
admigistered, but as seizures popped up, there may be
other things that we’'ll begin to see. So I think it's
realistic in post licensure to begin’to pay close
attention to some of the other things, and I think
seizu:es was interesting to look at.

" CHAIRMAN OVERTURF: Dr. Gellin.

DR. GELLIN: Yes, I agree that the data do
support safety with theycaveats of 3(a) through (e) as
now articulatedxas the follow-up studies, and would
encourage that to the degree that these can be done as
this vaccine reaches into the developing world, that
there be aggressive studies towlook at;safety in the
develgping'world applications.

'CHAIRMAN OVERTURF: Dr. Wharton.

DR, WHARTON: I agree that the available
datalgupportfthe safety of RotaTeq when used in the
schedule that we studied, although as other panel
members have stated, I think it would be important in
the post licensure period to look at Both seizures and
intussecption.

.And, again, échoing earlier comments, the
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vaccine is 1ike:}.y to be used in différent ages, which
will "raise its own set of safety issues, and these
will have to be addressed post licensure.

| CHAIRMAN OVERTURF: Dr. McInnes.

DR. McINNES: I'm left feeling a little
bit uncertain a}:outV safety, and yet one side of my
brain keeps asking me why, and I ;hink when I go and
I look at the data and I look at the -- I agree that
it doesn’'t seem to be clustering with the
intussecption either :in that seven days or in the 14
days, and those 52 day winter results around that post
dose two leave me a little bit uncomfortable.

And why am I uncomfortable? I'm
uncomfortable becad’se I remember what we lived through
with ,a different vaccine, which I completely
appreéiate. It’s not your product, but unfortunately,
it’'s our: collective problem, angi I realize also that
if you increase the window out to 60 days, you know,
you change that four to oné to five to two and things
start to look better, andv thai there’'s really no
apparent pattern emerging for when these cases occur
after each dose specifically if vou go and you look at
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a little bit bigger window than that 42 day.

I'm still left with an uneasiness that I
would agree that I think your data don?t specifically
point to a safety igsue at this time, but I :eaily am
concerned about the age at which children are going to
get immunized and what is a relatively broad window
that}was both inclusion driﬁeria and window around
each &accinatiqn.

’So that in fact, you can land up with
childrenvbeing quite old when théy’re receiving some
of their dbses,:and that’s within the clinical trial
setting where they would not have fallen into protocol
analysis if they were outside of the window.

'So I think the implemeﬁtatibn piece of
this is going to be quite a challenge, and it may not
be one for the label, méy not be one for VRBPAC, but
certainly it’s going to fall to our ACIP colleagues
down &he line, and I wish there were additional data
to help in what is going to be a decision making
process aroénd the recommendation and implementation
piecei

So the data driven part of my brain says,
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yes, I think the safety data look good, but the other
partyof my gut is just wishing there were some other
data either not right now, but that would be coming to
helpf these really very ;difficult public health
decisions about implementation.

| We cannot have another -- I don‘t think we
can.afford.anothex‘problemlwith:replicating attenuated
vaccine for rotavirus.

- CHAIRMAN OVERTURF: Is that a no?

;DR./MCINNES: It's not a no. I'm going to
default to the data part of my brain and leave my gut
out of this, but I just wanted to put that focus back
up on‘the table.

CHATRMAN OVERTURF: Dr. Royal.

DR. ROYAL: I would agree that the data do
support the’safety of the vaccine. However, I do feel
some uneasiness about the potential for the occurrence
of intussééption'in the post licensure period, and of
course, support the data collection thatfs going to be
done, as well as the development of a comprehensive
way planned for looking at this issue of seizures,

given the fact that you have a live attenuated virus.
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One must be concerned about such things as aseptic

meningitis and ‘other issues that rea{l.ly should be

looked at beyond just collecting the nurnbers of cases.
| CHAIRMAN OVERTURF: Dr. Farley.

DR. FARLEY: I think ijust to make a
comment that if this were a disease that was highly
lethal or had, you know, serious long-term morbidity
in the Unit;ed States, that we would not be questioning
a clinical trial that enrolled 72,000 children showing
safety. I think that’s part of the struggle here, but
I think within the parameters <_>f this study, that
includes the strict schedule, the age groups studied,
and those who wefe excluded from study that safety has
been shown. So I would vote yes. I would put in just
a couple of comments ﬁhat are somewhat ;:e‘dundant, but
I would caution the neﬁt committees and advisory
groupé who have to deal with the recommendations for
usage that caution or caution them to give a great
deal of thought to catch up recoﬁmendations, if any
are given, and alsc with the populations that have
been exciuded from this and how the recommendations
will be formulated for those particular groups.
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Aﬁd I would also very much support further
studies forf how best to document safety for the use of
this in developing countries because I think this is
a tremendéus vaccine for that possibility.

~ CHAIRMAN OVERTURF: /Dr. Markovitz?

DR. MARKOVITZ: Yes, before voting on
this, I just wanted to echo one thing Dr. Gellin said
because I think he’s the only one who so far has said
it, and I t;hink it’s worth echoing back on the
previpus ‘question, which is that it is going to be
imporﬁant to continue to have surveillance as to
serotypes becau\se if they start t§ change in any
significant way, that obviously could‘ alter future
decisions about \lthe vaccine.

Now, to this question, I'm going to try to
keep my gut out of the rotavirus discussion, but I
think what Dr. McInnes said makes one think that one
obviously this ié the one the -company is doing, the
post -marketing surveillance, assuming this is
improyed, tigat it will be important to focus on kids
who are vaccinated at some different time point than
what is currently recommended based on the studies.

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

231

That being said, and then echoing what
everybody else ﬁas commented on and I t;hink we’'ve all
discussed it at length in some of the c,ther things we
need to follow up on, which I won’'t repeat, I vote
yes. I think the safety daté are convincing.

CHAIRMAN OVERTURF/: Actually, I think the
data that were presented ‘to me actually are very
reassuring tfor intussecption. I don't; know how you
can dé better. Obviously you could add another 70,000
patients.

I think we're a little bit a victim of our
own success or your success in that regard because
there is so much data that a whole lot of things were
uncovéred, \inclﬁding this issue of aeizures as a
possible is;sue.

‘And as saying this ‘from a clinical
stand@oint,jit'svery cloudy issue in that population,
and of course, rotavirus has been found in extra
intestinal sites, including the CNS on x;are occasion.
So it’s obviously a question that has to be answered,
but I'm actually reassured, and I guess I‘'m not

feeling as much with my gut as a few of the people
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here.

- I think the data very strongly support the
safety of this vaccine, as well as can be done at this
point, and I think perhaps we all are gqing to have to
live lwith this back of the head, tentative feeling
until we’ve lived with this vaccine for a while, but
I th;"mk I would vote yes, that the safety is
established for the vaccine as well,

'Are there any other questions before we
adjourn for the members or the sponsors, the FDA? Any
general corr'\ments/;‘ anybody didn’t get to put in for
discussion of the questions?

{No response.)
CHAIRMAN QVERTURF: I think the meeting is
adjourned. 'I‘hank you very much.
| (Whereupon, at 3:08 p.m., the meeting in

the above-entitled matter was concluded.)
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