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are studies, additional studies planned on these
issues, and | just would like you to kind of
crystalize What those studies are, if you wouldn't
m nd.

And secondly, the issue that was raised
earlier about the concern about antigenic drift, if
you will, the report fromthe Netherlands, and to ne
that is also an area that needs to be better defined
with these vaccines.

DR MESCH EVI TZ: Yeah, let me comment,
again, briefly. W are commtted to doing a post
marketing study, and we're in discussions with FDA
currently about the final design of that study. W
wll included in it -- it's a conputerized system
where we can gather information on severe types of
reactions that we often look for in these trials.

W'l also be designing it to specifically
| ook and characterize the types of |ocal reactions
t hat have been presented today, and obviously the
di scussion that's occurring around the table today is
hel pful to us in fine tuning the design of that study
to look at the questions that are being raised.

So the study hasn't begun yet, and
coments nade today can be incorporated into that. So

specific ideas that you have woul d be of val ue.
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DR STEPHENS: Just to enphasize the need
for mechanistic as opposed to descriptive data, |
think that we have a lot of descriptive data, but we
need nore --

DR MESCH EVITZ: W hear that |oud and
clear, yes.

CHAI RVAN GREENBERG Ms. Fi sher.

MS.  FI SHER | assume we are all voting
today for the admnistration of the fifth dose in
i sol ation. In other words, the data that we've been
shown | woul d assume did not include the sinultaneous
admnistration of MWR or polio or chicken pox vaccine.
sowe're looking at this in terns of a fifth dose in
I sol ation?

CHAl RVAN GREENBERG  Yes.

M5. FISHER Ckay. But in the real world,
you know, nost often the children are receiving other
vacci nes on the sane day. |s there any other data
regarding the admnistration of this fifth dose in
conbi nation with other vaccines?

DR FINN: No. This is Theresa Finn.

| think that what can be given or is
sometimes given with this particular dose is varicella
catch-up and MVR, but we have no data on sinultaneous

adm ni stration of those products, and |I'm not sure
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that they are always given together with the DTap at
fifth dose.

MS. FISHER.  Polio also.

VWll, | think that's extrenely inportant.
| know that there's a ot of concern in the public
about the fact that when these vaccines are |icensed,
they're seen independently, but in practice they're
given in conbination sinultaneous, and |, for one,
would like to see nore data, and especially mechani sm
data show ng what happens in the body when you give
all of these vaccines on one day.

CHAI RVAN GREENBERG Dr. Estes.

DR ESTES: My comrents echo nost of
those. | think it's critical to understand nechani sns
of reactogenicity and correlates of protection.

| again will just bring up the one other
point that | made earlier. The data we saw today from
the German study and apparently even the N H study
was really all safety data in Caucasians, and so | am
struck by the fact that we don't have any data in
other ethnic groups, and it would seemto ne that even
before licensure that's an issue that needs to be
| ooked at very carefully.

CHAl RVAN GREENBERG Dr. Ferrieri. On,

I'm SOrry.
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DR HARTI GAN: Ch, that's okay. | don't
have anything --

CHAI RVAN GREENBERG: My peri pheral vision
is going. Dr. Hartigan.

DR HARTIGAN. -- anything to add, except
that is there any data to indicate that the acellular
pertussis, now that we have a big cohort that have
been vaccinated only wth acellular pertussis
vaccines; is there any different incidence of
pertussis in this current age conpared to historica
ages where they had whole cell vaccine?

DR LIVENGOOD: The data suggest right now
that there's been really no change in the pattern of
i nci dence of pertussis anong young chil dren. There
have been changes over this decade. Primarily |
believe it's through increased recognition, the
detection of disease in adol escents and young adults.
Those are the popul ations that have greatly increased.

But the best vaccinated popul ation, those
one to four, have been just flat during this whole
transition period. So | don't think there's any
reason to have concerns about efficacy or lack of
effectiveness in terns of the acellular products. |
think they have performed quite well.

CHAI RVAN GREENBERG Thank you.
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Dr. Ferrieri.

DR FERRIERI: Not hing beyond what | had
suggested earlier, but |I'mso pleased to hear about
this cohort study that will permt study of issues
t hat we've brought up today, and that we go beyond
just reporting very inportant adverse reactions, but
come to a basic understanding.

So it's an opportunity for PMCto really
rai se the yardstick here, what the expectations are.

DR PETER One of the advantages of
sitting on this side of the table is that everybody
has al ready nmade excel |l ent suggestions. In fact, |'ve
noticed when we go fromDr. Kimand nove to the right
that the persons' conments become |ess and |ess.

So |'ve already said ny nmandatory 20
seconds, and | have nothing further to add.

(Laughter.)

CHAI RVAN GREENBERG Dr. Livengood.

DR LIVENGOOD: |'d just like to make two
points, one of which is | am concerned with the
acel lular products about the differing anounts of
tetanus and di phtheria in themfor reasons that vary
quite a lot. This product is the one with the | owest
amount of diphtheria of the acellular products, and

there may either need to be some attenpt to bring them
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into closer harnony across products or one thing we
may need to do is if we may need for diphtheria to
have different recommendations about nunmber of doses
for different products, which of course would be
sonething I would prefer not to have to deal with.

And the other thing would be about the
mechani stic thing of biopsying these |esions. W
worked primarily with VAERS, and | think the time |ag
for VAERS is going to be so long that this isn't going
to be something that we can study through the
traditional post marketing surveillances.

So | hope that the FDA really works wth
the manufacturer to set up nechanisns by which these
things can be detected early at tinmes in which
bi opsi es or other information can be obtained very
qui ckl y.

CHAI RVAN GREENBERG | just want to ask a
question here. Precisely what would get biopsied if
one was going to do a biopsy? 1Is biopsy a feasible
intervention to address these lesions? | would have
assumed that it was a relatively deep biopsy that was
not going to be generally acceptable.

Does anybody know? Dr. Ferrieri, you
rai sed the issue of biopsy, which I would Iove to have

the tissue, but is it obtainable?

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 200053701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

107

DR FERRIERI: Wll, thank you for keeping
us all very honest, Harry, because it would be very
easy if it's a nodular type lesion, but that isn't
what is seen. You have a huge surface area that, and
If you just do a, you know, random biopsy, you nmay not
| earn very much. You'll have nonspecific inflammatory
change is ny prediction.

So although I'm keen on understanding it,
the limtations of my suggestions are the |lack of an
organi zed type lesion that mght be better able to be
probed for various things. One could study any nunber
of nol ecul ar markers, inmmunological pro inflammatory
markers, et cetera.

So | see it as a problem There may be
people in the roomwho think that in the very severe
reactions you do have a central, key part of the whole
process, but that's not ny inpression.

Wul d soneone el se corroborate that, that
it's diffuse, wdespread with no central key lesion to
go after nost of the tine?

DR SNI DER: Kat hy is shaki ng her head
yes.

DR FERRIERI: You agree, Kathy. So this
Is a real problem

DR EDWARDS: | think the other thing is,
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too, the biopsy would convert those mld and noderate
pains to severe pain.

DR FERRIERl : Yeah, right.

(Laughter.)

DR FERRIERI: And nmy concern is then
we'll have G oup A streptococci invade the biopsy
site, and then we're really going to have problens.

CHAI RVAN GREENBERG | woul d just add here
that the manufacturer be aware of the fact that
there's really incredible progress being nade as far
as visualization, noninvasive visualization wth a
variety of functional scanning and X-ray nodalities,
and if the tine is not right now, it will be within
the next couple of years where resolution is going to
be really extrenely fine, and that you nay be able to
get pictures of what is going on noninvasively in
these linbs, and you should keep exploring that with
good radiol ogy departnents.

The last person is Dr. Mers

DR MYERS: And I'd just add that this may
be a place for animal nmodels to explore the
pat hophysi ol ogy.

| guess everybody has said everything 1'd
say, too, except I'd like to really enphasize the

racial disparity in the study popul ations. As the
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African Anerican and other mnority groups have a
di sproportionate anmount of pertussis, | think it
i nherent that these vaccines be studied carefully in
t hose popul ations as well. | think there is a
deficiency there.

CHAI RVAN GREENBERG Vell, and for the
record, | agree with all ny commttee menbers. You' ve
done a great job, and we've finished 50 mnutes early
today, which is a record.

| would like to thank you.

Does the FDA -- did they get all of the
information that you want to get fromthis?

kay. Thank you. W'll see you all
t onor r ow.

(Whereupon, at 5:10 p.m, the nmeeting was

adjourned, to reconvene on Friday, Novenber 5, 1999.)
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