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Should the target be lower, I wouldn’t
identify it specifically with a bacterium because I
think the bacterium is a bacterium, and the clinical
cure rate should be the same, and I have not heard any
data that PSSP is ény different in virulence than
PRSP.

So we're either dealing with different
patient demographics or we’re dealing with inadequate
drug levels over time. So I would think that in the
targeted regimens, we have to make sure that we
demographically stratify kids under two, day cares, 15
siblings, whatever, but I think that’s the way we have
to approach it.

CHAIRMAN RELLER: Dr. Murray.

DR. MURRAY: Yeah, I agree with that. I
think I'm not to the stage where I would necessarily
accept much of a lower cure rate, but if the option
were an oral drug with a lower cure rate versus IV
vancomycin for ten days as my only alternative, if
that became the state of affairs, then I would accept
a lower cure rate.

CHAIRMAN RELLER: Dr. Ramirez.

DR. RAMIREZ: Again, I have the problem of
the definition. What is the meaning of all comers?

Because, again, if all comers implied any child with
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otitis media is going to be enrolled in the study,
then it’s going to be by definition a different
population because already even though we agree that
penicillin resistant 1is not more virulent than
penicillin susceptibie.

We also agree that penicillin resistant is
a marker of abnormal host, and these are the patients
that are going to have the infection. Then if you’re
going to have a trial for all comers, and all coﬁers
meaning 30 percent of the patients are going to have
no bacteria in the middle ear, some are going to have
viral infection, others are going to have H. flu.
They’re not having a normal population compared with
a very abnormal population.

Then I would have to accept a lower curve
rate, but I don’'t like to accept lower cure rate. I
want to satisfy for a population, have the same risk
factors, and then accept -- I will not like to accept
a lower cure rate as long as all comers is adjust for
the population of penicillin resistance,

Otherwise I accept the low rate.

CHAIRMAN RELLER: Dr. Soper.

DR. SOPER: I essentially agree with what
Dr. Leggett said. This is not a bug problem. It's

probably an issue of risk factors for resistance or
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recurrence, and anatomical issues, and the problem
with the study as presented is a dosing problem.

There wasn’t enough time above the MIC,
and so maybe some sponsors should go to 18 to one or
100 mcs per kg or sbmething, and maybe we wouldn’t
even be having this discussion.

CHAIRMAN RELLER: To me, going for lower
cure rates is a very slippery slope, and either a drug
works with a reasonable level of confidence compared
with an ineffective agent or no agent or it doesn’t,
and if we don’t have therapy, we have to live with
that.

Fortunately, in this entity, even those
who get no treatment may get better.

I think it also emphasizes the importance
of comparative trials, and stratification with numbers
and confidence intervals by MIC and recognition of
PK/PD data, so that all of that comes together.

There is a point when you put those things
together at which the response rates as the MICs go
up, in your heart you know that they may be different,
but the data are not enough to say that they are
different.

So I think trying to set with really tough

organisms and resistant organisms, we'll accept 40
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percent success, whereas with other things we expect
70 percent is a mistake, but rather, look at where the
natural falloff comes as you get to an untreatable
potentially MID with the agent under evaluation in a
comparative trial bécause something is going to be
started before one actually knows what the MIC is, as
was done in the case here.

And I think the data are very telling when
you put it all together with this compound by MIC.

Dr. O'Fallon.

DR. O'FALLON: Okay. I think that there
ought to be a lower bound that’s chosen about what we,
you know -- a certain percentage, say, that we would
expect would be cured or sterilized or whatever. I
don'’'t know what it is. It’s got to be over 30 percent
since there seems to be that much that’s just
background. It’s got to be I don’t know what you’re
talking about, 50, 60, whatever it would be. I don’'t
know.

But whatever it is, I think it’s important
that the analysis will be done that will rule out
values less than that boundary. Just don’t go -- if
you say it has to be 60 percent, then just don’t go
for a point estimate that’s at 60 percent. It has to

be a confidence interval estimate where 60 percent is
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the lower bound, period, that type of thing.

What happens then 1is in these rare
populations 1like the ones that are penicillin
resistant. They have to have -- they’re going to be
smaller numbers. Théy’re going to be smaller samples
necessarily because they’re relatively rare, and
therefore, they’re going to have to have higher rates
in order to get -- you’re going to have to see a
higher proportion of successes in a smail'sample than
you are in a big sample in order to get that lower
bound above, say, 60 percent.

But I think that we should have some kind
of a -- set some kind of a lower bound that says we
want -- this much we must have in order for it to be
considered efficacious.

DR. WALD: I agree with that comment. I
think we set lower bounds all the time. We say that
when a child has uncomplicated acute otitis media and
it’s the first episode and they don’t have any risk
factors, even though we know amoxicillin doesn’t work
all the time, we recommend it because we say it works
most of the time, 85 percent of the time, 90 percent.

And so we are setting, and when we have a
situation in which we know that it’s less likely to

work because there are those risk factors, then we say
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we change to something else.

So I think we can set, it’s reasonable to
set a lower bound before we would advertise any
antimicrobial as being good. in patients who were
likely to have resiétant organisms, and I would set
that lower bound at 70 percent.

CHAIRMAN RELLER: Dr. Ebert.

DR. EBERT: I think that the clinical cure
rate needs to be characterized with regards to the
timing of that assessment respective to our point
number one. If we’re determining our clinical cure at
the end of therapy, I think that the clinical cure
rate should be the same as it is for all comers.
There should be no lenience, if you will, at that
point.

However, if we’re determining clinical
cure at a later follow-up, I'm in complete agreement
with Drs. O’Fallon and Wald.

CHAIRMAN RELLER: Dr. Giebink.

DR. GIEBINK: I agree that there’s no
rationale for having a different cure rate for
penicillin sensitive and resistant pneumococci.

I think that the cure rates should be
bacteria specific, and that the cure rate should

exceed the spontaneous cure rate, and so Dr. O’Fallon
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and I are pretty close. If the spontaneous cure rate
for pneumococcus is 20 percent and Haemophilus is 50
percent, one could arbitrarily say exceeded by ten
percent, 20 percent, whatever.

But that-seems to be a rational basis for
setting a threshold.

And, finally, I suggest that overall cure
rates that are not bug specific should be avoided at
all cost; that we should be talking about cure rates
that are bug specific.

And the reason for that, of course, is
that these overall rates are so dependent on the case
mix of the sample you happen to enroll that I -- now
a comparative trial might help in that regard, but
very difficult to evaluate.

CHAIRMAN RELLER: Dr. Rodvold.

DR. RODVOLD: I agree with my colleague,
I guess, to the right of me and the last three or
four. The other caveat I'd put though is that I think
the confidence interval has been very important today.
I think that’s a point that I think we need more
assistance, more looking at, but I think the other
thing that’s shaky when you look at these data is that
when you get out to the right-hand side of it, your

n’s are going down so low. So vyour confidence
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intervals are being influenced by you n value as well.

So I think vyou’'ve got to loock at
confidence intervals and try to to create some magical
number, which is what we’re talking about, but then at
the same time you alﬁost get back to what’s the sample
gsize got to be with that to make that confidence limit
to be useful to you, too, and so I think that’s
probably the struggle we saw today when you got way
out: there. You might have a good point number, but
the confidence intervals are opening up on you because
you were down to four people.

So I agree with everything, but I
emphasize that I think we need more assistance to
guidance to statistical ways of looking at this and
how to interpret it with right size numbers, but also
small numbers.

DR. DANNER: I guess I would find it
difficult to set a lower bound for a cure rate, and
you know, it just seems that there’s an arbitrariness
to that because there’s not enough information, and
clearly the population of people with acute otitis
media is complex, and there are ways to pick out
subsets of that population for study.

So aside from evaluating that issue when

you have an adequate comparator in a trial, I think
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it’s very hard to know what that lower boundary is
going to be for any particular study that you design.

CHATRMAN RELLER: Thank you, Dr. Danner.

Dr. Chesney.

DR. CHESﬁEY: I know we’re wanting to get
through this as soon as possible, but Dr. Giebink has
just brought up a point that I wondered if he could
elaborate on a little bit.

You said you think the cure rate should be
bug specific. What exactly do you mean by that? That
you would accept a lower cure rate for one organism as
opposed to another?

DR. GIEBINK: Actually I mean I would want
a higher cure rate for some organisms than another.
I would want a cure rate of 60, 70 percent for
Hemophilus and I'd probably settle on a cure rate of
30, 40 percent with pneumococcus.

But I don’t think that an averaged cure
rate across the gample would help very much unless I
knew the case mix extremely well.

DR. CHESNEY: Why would you accept a lower
cure rate for the pneumococcus than for H. flu.?

DR. GIEBINK: Because I'm looking at rate
differences between what would happen spontaneously

and what’s the attributable effect due to the drug.
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So I would want the same rate difference
for all of the organisms, but the rate, the
spontaneous rates themselves differ.

CHATIRMAN RELLER: Which for penicillin

resistant pneumococci we don’t know the natural

history.

DR. GIEBINK: And that’s why it should be
the same.

CHATIRMAN RELLER: Dr. Murray and Dr.
Cross.

DR. MURRAY: Yeah, it’s more of a question
for‘Dr. Wald who mentioned the 70 percent figure, and
may I assume that’s at the end of therapy as opposed
to the test of cure?

DR. WALD: Yes.

DR. MURRAY: Okay. Because, in fact, the
cure rate at the end of therapy for this compound was
good, was 80, 89, I think.

DR. WALD: Right, but if we would look at
other antimicrobials and say could we recommend them
for cases of otitis media, which we suspected to be
caused by resistant pneumococci, what would we say
would be something we would endorse?

I mean, certainly Scott 1s right. If we

know the spontaneous cure rate is 20, 40 is better
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than 20. On the other hand, it’s hard to be
enthusiastic about a drug that only gets you that much
above what is spontaneous cure.

So the way I would frame this question is
what would make us'enthusiastic about endorsing a
particular drug as being effective against resistant
organism, and so, again, it varies with spontaneous
cure rate, but, you know, we don’t want to be
marginal. We don’t want to be ten percent better than
cure. Of course we want to be 100 percent, but what’s
the least that we would consider to say that we want
to endorse this particular product as effective in
resistant pneumococci?

DR. GIEBINK: That question was actually

asked not with respect to an anti-infective, but to

pneumococcal vaccine and published in Peds. I.D.
Journal several years ago.

Parents would accept very small rates
differences with a vaccine. Remember we’re looking at
seven to 12 million cases of pneumococcal disease a
year in the United States, and a ten or 20 percent
difference is a lot of children.

And parents accept those what we would
consider small differences. I‘'d like 100 percent,

too.
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DR. WALD: But you‘re an infectious
disease doctor, and someone asks you, "Do you
recommend this drug for resistant pneumococci?"

You know, sure. Again, it’s better than
nothing if you have'nothing, but what would be the
kind of range of clinical efficacy that would make you
enthusiastic I think is another way to look at the
question.

DR. GIEBINK: You’'re asking me sort of a
comparator question, Drug A, Drug B. If I had only
Drug A to go with and it gives me ten to 20 percent
improvement, of course I’'1ll go with that. If somebody
can show me a comparator that’s better than that, then
I'd go with that. 1I’d let the market work that out.

CHAIRMAN RELLER: Dr. Cross, and then
we’ll get to question number four, with some guidance
from Dr. Soreth.

DR. CROSS: I’d just like to ask the FDA
staff how this information would be used. Would the
physician be told that a certain drug is efficacious
or not or it’s been shown to have a 40 percent
efficacy in a certain situation versus 80 percent?

That is, when we provide an answer to
this, how does this get translated into information

for the practitioner?
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CHAIRMAN RELLER: Dr. Soreth.

DR. SORETH: I think, Dr. Cross, you’re
getting at what we have started in, I guess, the past
five, eight years or so to include in package inserts
or labels for anti—ihfective drugs, and that’s often
under the heading of a clinical study section where in
the particular design of the clinical trial or trials
that underpinned a given indication or infection would
be described, and then the results given either at end
of therapy or test of cure. Typically we’ve done test
of cure or bacteriologic result when we had that.

So I think that the package insert or
label can serve as a point of education for a
practitioner to understand the clinical trial data
that underpinned that particular infection or the
approval of that indication for the drug.

CHAIRMAN RELLER: Question number four,
Dr. Soreth. In the committee giving their
recommendations, what is the definition of penicillin
resistant pneumococci?

DR. SORETH: An MIC of two or greater.

CHAIRMAN RELLER: To penicillin?

DR. SORETH: To penicillin.

CHAIRMAN RELLER: Do the data support the

safety and efficacy of Augmentin ES for the treatment

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., NW.
(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

314
of acute otitis media caused by pneumococci with MICs
to penicillin of two or more?

DR. MURRAY: Can we have discussion?

CHATIRMAN RELLER: Sure, we’ll have
discussion and then We’ll vote.

DR. MURRAY: I just wanted to reiterate my
comment from this morning. It’s too open ended for
me. I think it includes everything. They could go up
to 16, and they’'re still covered, and I have a problem
with that.

So, you know, I don’t know what FDA wants
to do with it or how the rest of the committee will,
but it’s a blanket statement that is applicable to all
penicillin resistant pneumococci. If it were broken
out as to some or maybe many, I might have a different
vote, and so I want to say that ahead of time.

I think it’s very open ended, too open
ended.

DR. RAMIREZ: May I ask a question?

CHAIRMAN RELLER: Dr. Ramirez has a
question.

DR. RAMIREZ: 1In one of the presentations,
it was mention, if I understand right, the sponsor
proposed labeling is for acute otitis media caused by

beta-lactamase producing strains, and Streptococcus
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pneumoniae, including penicillin resistant strains,
MID value assuming equal or higher than two, and if I
read this, if I can have a pneumococcal of four,
eight, 16.

Then thé question is do we have a drug
here that can cover any type of pneumococcal
regardless of the level of resistance, any type of
pneumococcal, that is, with an MIC of two or above.

‘Then the question is do we have data here
presented that support the use of these animals for an
MIC of two or above. It is the question.

DR. SORETH: The data presented today for
Augmentin ES dealt with a subpopulation of children
who had PRSP whose isolates were largely at two and
some at four, and that’s what we have.

So I think to be very specific, that’s
really the gquestion under consideration. One can
address the recommendation in light of language in a
package insert that would underscore the
bacteriologic, you know, population that was studied.
So I think that what question we’re asking you is
Whethéf or not yoﬁ feel'that safety énd efficacy have
been shown for this product for the treatment of
children with acute otitis media due to PRSP, and the

data that you had was an MIC, MICs largely of two and
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four, and limit it to that.

DR. RAMIREZ: May I have another question?
Because the last question of the breakpoint, if I
happen to think in my mind that the breakpoint should
be moved, let’s say,.from .5, the current breakpoint,
to one because I consider that up to one I'm able to
cure all the patients, then all of a sudden I would
say that Augmentin would be indicated for the
penicillin susceptible strains because I changed the
breakpoint to one or two. Then Augmentin would not be
indicated for penicillin resistant because in my last
question I already changed the breakpoint, and this
pneumococcus is no longer resistent to Augmentin, not
is susceptible.

Then I don‘t see how if I -- if I tried to
answer the last question and then someone convinced me
that the new breakpoint is supposed to be one or two,
then I go to call out to this breakpoint that these
are going to be organisms susceptible to amoxicillin,
to Augmentin, and then all 6f a sudden I'm going to
say that Augmentin. is"very good for pneumococcal
resisﬁance‘ééébrding with myrbreak‘——‘éusceptible --
according with my breakpoint.

But 1if my Dbreakpoint 1is two, any

pneumococcal resistant to Augmentin, there is MIC
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four, eight, are going to be not indicated.

CHAIRMAN RELLER: This 1is one of the
reasons that we tried to get the breakpoint issues on
the table.

Dr. Leggétt and then we’ll go back to Dr.
Soreth for clarification.

Dr. Leggett.

DR. LEGGETT: I think the confusing issues
are that the PRSP is defined by the MIC, whereas what
we are being asked in a sense 1is to look at the
breakpoint, and so then we also have the trouble of
being in the penicillin MIC, the amoxicillin MIC, and
the actual breakpoint, and that’s where the confusion
is arising, I think, from what I hear.

CHAIRMAN RELLER: Now, the data presented
here or actually where we had mostly twos, then some
fours, and a couple of eights were based on
amoxicillin MICs. So laboratories test by penicillin.
So we can vote straight out for pneumococci that have
penicillin MICs of two or more without -- just as it
is, and we can see how the vote comes out, or you can
say for amoxicillin MICs of two or four or eight or
1ess, or asg the sponsor requested in their original
glide, amoxicillin MICs of two or more.

The NCCLS breakpoints for amoxicillin are
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two susceptible, four intermediate, and eight
resistant. And I think Dr. Ramirez has, you know, put
his finger on whether this is for resistant strains or
susceptible strains depends on whether you’re looking
at the amoxicillin of penicillin breakpoints as they
currently exist in the MIC documents, as well as in
the package insert from the previous four to one
formulation.

Yes.

DR. MAKHENE : Just a point of
clarification. The sponsor’s proposed indication is
for penicillin resistant strains with MIC of greater
than two, and as Dr. Soreth has said, it was the
clinical data had only isolates with two and four.
The amoxicillin issue in terms of those levels have to
do with the breakpoint issue.

So the indication as has been proposed and
as has been supported, you know, by the information
that’s submitted in the packet is for penicillin
resistant MICg or penicillin resistant isolates with
an MIC of greater than or equal to two.

CHAIRMAN RELLER: I understand. So that
we all know what we're voting on, so does the
committee feel -- yes, Dr. Murray.

DR. MURRAY: So in effect, we could be
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voting to say we accept it for penicillin resistant
pneumococci that are resistant to amoxicillin, and I
think that’s a quandary that you don’t necessarily --
that’s a difficult one to put.

Isn't sténdard.terminology'for‘many'things
included the susceptibility to the antibiotic that is
going to be used? And are you telling me that they’s
not anywhere in the labeling would be the requirement
that the organism be susceptible to the antibiotic
that’s being used?

That would give us an out and a way
because right now we could be voting potentially to
say, sure, 1f it’s penicillin resistant, use it, and
it could be amoxicillin resistant. It could have an
MIC of amoxicillin to eight.

Is that the vote? Are we going to take
that vote? Are there no options, no outs?

DR. RODVOLD: Let me ask for a
clarification with this. Then what’s the purpose of
putting a breakpoint in the insert? I mean, what’s
the objective of that?

Because I agree with what Barbara is
saying, 1is that we’re disarraying here. It’s just
going to be there, but you‘re going to ignore it
almost by saying as - long as it’s a penicillin
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rkkSensitivity gréatér than two or edﬁél, it's okay.

. CHAIRMAN RELLER: One way of looking at

this is the sponscr has made a réquest, as 1

Junderstand it) ahd i'think the FDA would like the

committee to express; based on the data they’ve heard,
what the assessment of the committee is.

Now, if the committee subsequently thinks
that -- has some other recommendation for the FDA, we
can tell them what we think should be done, but what
we’ve been requested to do is what the sponsor
requested: are there data to support that request?

Is that a fair summary, Dr. Soreth?

DR. SORETH: Yes.

CHAIRMAN RELLER: All right.

DR. COCCHETTO: Dr. Reller, if I could
interject to try to clarify the sponsor’s request, I
appreciate your indulgence. It has been a long day.

What the sponsor has requested is that
penicillin resistant isolates would be considered
amenable to therapy with Augmentin ES if those PRSPs
have an amoxicillin MIC of four or less.

DR. RAMIREZ: This is the key of the
matter because what the sponsor requests in slide
number six is clear. That answer is a clear no to me,

but the sponsor requested they represented an
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antibiotic to cure any type of pneumococcal resistance
to penicillin. The answer to me is a simple no.

If the sponsor requested a different
thing, then I have to think, but in this slide, what
the sponsor requested is -- I mean, we didn’'t see data
for an antibiotic to take care of any pneumococcal
resistance or any level.

CHAIRMAN RELLER: T think there is a way

: ’but of this.

Dr. Soreth, go ahead.

DR. SORETH: Does it help if we ask you to
respond to the question: based on the data that you
saw for children with acute otitis media due to PRSP
with an MIC of two or four -- that’s the data that you
saw -- does the drug work?

Does that clarify the question?

We're askingﬁyou to speak to’the data that
you saw with regard to PRSP and MICs to penicillin of
two or four.

CHAIRMAN RELLER: I’d like to propose the
following: that we get quickly around the committee
whether or not -- and in fairness, drugs are currently
considered -- questions come up, does this drug work
for penicillin resistant pneumococci, and if that’s

too broad, too nonspecific, then I think the committee

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., NW.
(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

322

should render an opinion on that.

Then we can come back to is this drug safe
and efficacious for MICs to amoxicillin of four or
less, and if we don’t think so, then two or less or
one or less or whateQer the committee thinks, not that
we’re going to have votes on all of those.

 Let’s take, first of all, is the simple
statement as written in this question, do the data
support safety and efficacy for Augmentin ES for the
treatment of AOM owing to penicillin resistant
Streptococcus pneumoniae, as defined by Dr. Soreth,
and NCCLS current guidelines of two micrograms per ml
Oor greater?

DR. Archer.

DR. ARCHER: Based on how you accept the
test of cure data, which I guess is key, I'm persuaded
by it. So I would say that efficacy has not been
shown.

CHAIRMAN RELLER: Dr. Chesney.

DR. CHESNEY: I'm sorry. We were talking
about something.

The MID of two to ©penicillin or
amoxicillin?

CHAIRMAN RELLER: Penicillin, penicillin,

two or more to penicillin. There are the data there
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to support safety and efficacy of this compound.

DR. CHESNEY: For an MIC to penicillin of
two or greater?

CHAIRMAN RELLER: That’s correct.

DR. CHESﬁEY: No.

CHAIRMAN RELLER: Dr. Christie.

DR. CHRISTIE-SAMUELS: No.

CHAIRMAN RELLER: Cross.

DR. CROSS: I'm still concerned that
there’s discrepancies in the data we haven’t resolved,
for example, in terms of the four patients who were
thrown out earlier and then how do we interpret either
test of cure or end of therapy?

And so I feel very uncomfortable voting a

yes until the database is solidified

DR. O’FALLON: Barth, may I jump in here?
May I?

CHAIRMAN RELLER: Please.

DR. O'FALLON: This is a first. I'm
asking to go on.

It may help people to know I did do the
confidence intervals for the data that they gave to us
from the company, from the sponsor. If you use the
per protocol, which is the one they like to do, the 34

people that, you know, the 34 patients that are
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supposedly penicillin resistant, they got a rate of
what was it, 82 percent, which was 28 out of 347

And that confidence interval, the low end
of it was 65 percent. Okay?

If you ﬁse the intent to treat group,
which is all 41 of them, they had a 71 percent success
rate, and that was 29 out of 41, and the lower bound
on the confidence interval on that is 54 percent.

If you use the FDA numbers, which I didn’t
have a chance to quick do, they’re going to be lower,
but there it is. You know, what do you think?

That tell us that if you look at the
intent to treat that we can rule out -- we know that
it’s highly likely that the true response rate is
higher than 55 percent. Now, is that good enough?

If you use the protocol which is best,
it’s highly likely that it’s better than 65 percent.
Is that good enough?

CHAIRMAN RELLER: Dr. Leggett, your vote.

DR. LEGGETT: Do we start from the
beginning after hearing that?

(Laughter.)

CHAIRMAN RELLER: No, no, no, no, no, no.
Dr. Cross, I think, did vote, but maybe we’1ll clarify

the vote as a yes or a no.
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DR. CROSS: I thought I wheedled my way
out of that, but I guess not.

(Laughter.)

CHAIRMAN RELLER: The time has come for a
yes or a no for pneﬁmococci with penicillin MICs of
two or greater.

DR. CROSS: I think I would have to say
that at least based on the other -- on the analysis
offered by Dr. O'Fallon, that I‘m inclined to say a
case is made for it, although I’m very uncomfortable
about that.

So I'd have to say yes, but with an
asterisk.

CHAIRMAN RELLER: That’s okay.

Dr. Leggett.

DR. LEGGETT: I'd have to say no for a
couple of reasons. One is the moving target. What we
see this year may not be next year. We have several
formulations that were now going to be reintroducing

different things for. So for the time being, I would

say no.
CHAIRMAN RELLER: Dr. Murray.
DR. MURRAY: I guess I'd have to say no on
the -- because of the far end of the MICs, although I

think the bulk of the data shows efficacy, but you’re
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lumping in -- I can’t apply the data for the majority
to the minority.

CHAIRMAN RELLER: Dr. Ramirez.

DR. RAMIREZ: The data that the sponsor
presented today at léast convinced me that some of the
pneumococcal resistant property with an MIC of two has
good activity, but they also convince me that when
they move into higher MIC, we can see clearly a drop
in effectiveness.

And to me, if I look at the proposed
labeling for all pneumococcal resistant to penicillin,
I can see that there’s going to be an MIC of two, is
going to be four. It may be eight. Then at this
moment I have to say no.

CHAIRMAN RELLER: Dr. Soper.

DR. SOPER: Yes, as long as the MIC to
amox.-clav. is less than eight.

CHAIRMAN RELLER: No.

Dr. O'Fallon.

DR. O’'FALLON: I don’t think -- I don’'t
think it’s an overwhelming case of -- because of all
these issues, I think that the lower level of -- the

twos are driving the fours, eights, and so on, and I
think that if they open it up to all comers, I think

the success rate will be quite a bit less than that.
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CHAIRMAN RELLER: Dr. Ebert.

DR. EBERT: Given there are no upper
limits on the resistance, my vote is no.

CHAIRMAN RELLER: Dr. Giebink.

DR. GIEBiNK: I vote no. There are some
pen. resistant pneumococci, those with amox. MICs over
four where neither the clinical data or the PK/PD data
support efficacy.

CHAIRMAN RELLER: Dr. Rodvold.

DR. RODVOLD: I agrée with that, and once
you put that label there, you’re stuck with it for a
long time.

CHAIRMAN RELLER: And Dr. Danner.

DR. DANNER: No.

CHAIRMAN RELLER: Now, where we go from
here. I would 1like to propose the following
suggestion and get a committee vote, and given the
hour, I’1ll tell you how I slice it and the rationale
for the next proposed vote.

We heard much information for PK/PD with
relation to pneumococci, what'’s required for efficacy
in the therapy of acute otitis media with less
susceptible strains. The NCCLS has chosen an
amoxicillin breakpoint of two micrograms per mL or

less.
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The PK/PD data, the clinical data
presented here to me were a pretty impressive
validation of efficacy at two micrograms per mL. It
fits beautifully with the PK/PD data.

When we éo out to four micrograms per mL
or eight micrograms per mL, this compound importantly
at 90 milligrams per kilogram per day divided into two
doses for a sufficient period of time above the MIC in
the 14 to one to avert inordinate complications of
therapy with the higher dose of amoxicillin may work
for strains with MICs to amoxicillin of four or even
eight, and in some patients did.

But the total number of evaluable cases in
which we had pre and post data were small, very small,
less than ten in each category, and consequently I do
not think that there are data to -- not that it
wouldn’t work, but the data presented today, there are
not a sufficient number of cases to indicate efficacy
at four or eight base on the confidence intervals, the
lower end of which was below what anyone here
discussed accepting.

In actual practice, it would be very
convenient, were this compound to be approved in this
formulation at that dosing regimen, for clinical

microbiology laboratories, when there are questions,
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in fact, with the currently published NCCLS
breakpoints to say that this compound works with MICs
of two or less, which are interpreted as susceptible
for amoxicillin MICs.

The exﬁra breakpoints in the NCCLS
document for kpéhiéillin /still ’only épply to
meningitis, with the discussion that the less
susceptible strains may work at other sites.

So I would like to have a vote, starting
this time on the left side. Do the data support the
safety and efficacy of Augmentin ES for the treatment
of acute otitis media owing to strains of pneumococci

with MICs to amoxicillin of two micrograms per mL or

less?

Dr. Danner.

DR. DANNER: Yes.

DR. RODVOLD: Yes.

DR. GIEBINK: Yes.

DR. EBERT: Yes.

CHAIRMAN RELLER: Dr. O’Fallon?

DR. O'FALLON: I'm going to have to pass
on this.

CHAIRMAN RELLER: We have a pass from Dr.
O’'Fallon.

Yes.
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DR. SOPER: Yes.

DR. RAMIREZ: Yes.

DR. MURRAY: Yes.

DR. LEGGETT:_ Leggett, vyes.

DR. CROSS: Yes.

DR. CHRISTIE-SAMUELS: Yes, and I suggest
we put in a table with the breakpoints and the success
rates for each of the different MICs.

CHAIRMAN RELLER: Dr. Chesney.

DR. CHESNEY: Yes.

CHAIRMAN RELLER: Dr. Archer.

DR. ARCHER: Yes.

CHAIRMAN RELLER: So I think we have the
clear delineation, Dr. O’Fallon abstaining, everyone
else voting yes for two micrograms per mL based on
amoxicillin MICs in concert with the current NCCLS
documents.

So we've got the boundaries, the
confidence intervals, Dr. Soreth, for what the
committee is clearly comfortable with.

Now, with your instruction we can tackle
a four and an eight is you wish.

DR. SORETH: No.

(Laughter.)

CHAIRMAN RELLER: Have we truly provided
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you the information you need?

DR. SORETH: I think so.

(Laughter.)

CHAIRMAN RELLER: The confidence interval?
No. |

| Dr. Murphy, what would you like of the
committee next?

DR. MURPHY: We understood your vote to
say that this drug does not prove efficacy for
penicillin resistant organisms in the treatment of
otitis media. Okay?

We then asked you to tell us what you
would want to see to have that level because to be
fair to the sponsors, we need to be able to define for
them what it is that you want to see. So that would
be most helpful to us, I think, next.

CHAIRMAN RELLER: What I think the
committee truly tried to say is that the committee is
uncomfortable with a recommendation with no boundaries
on the degree of resistance given the PK/PD data that
was shown, the small numbers, but the suggestion and
certainly a confidence interval that the efficacy may
not be as great, and certainly the PK/PD data don’t
support that there is no difference between a two, a

four, and an eight with amoxicillin.
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And consequently an open end to Jjust
resistant without any upper boundaries, I think, the
majority certainly were very uncomfortable with and
quite comfortable with something that is a higher
breakpoint than is cﬁrrently for amoxicillin with the
FDA, but is iﬁ lihe with the new, revised breakpoint
based on PK/PD data and other information from NCCLS.

So what additional discussion do you want
to take place and what vote?

DR. MURRAY: Can I just throw in here
because I'm going to have to leave? But I think we
said 1t works for some ©penicillin resistent
pneumococci. We said we thought it worked for some,
but not necessarily all.

DR. MURPHY: Well, then maybe we could
take the subset of are you saying that it doesn’t work
for empiric therapy, where that may be a population,
and only when you have an organism in hand and you
know that it’s within this range.

DR. MURRAY: (Shaking head.)

DR. MURPHY: Okay. I just want to make
sure.

CHAIRMAN RELLER: When the committee is
saying that they’re quite comfortable that this drug

works with amoxicillin MICs of two or less, in fact,
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if one did penicillin MIC testing by current
interpretive criteria, some of those strains, in fact,
may be -- some, not all -- would be a penicillin MIC
of two.

But they'are not at four -- excuse me --
at two of amoxicillin necessarily going to have
penicillin MICs of four/eight. We just haven’t seen
the data. I mean, we haven’t seen the numbers.

I think the real issue is the discomfort
with no upper boundary.

Yes, Dr. Leggett.

DR. LEGGETT: I’'d like to specify that the
question on the paper says is Augmentin ES appropriate
for empiric therapy. That means we don’t know what it
is, and the answer to that I think we’re all saying is
yes.

What we’re saying no to is we don’t think
it’s been proved that it'’s appropriate for amoxicillin
MICs of four and eight.

CHAIRMAN RELLER: And we could take that
statement of Dr. Leggett, should there be any
ambiguity and see if that’s, in fact, what the
consensus opinion is.

Yes.

DR. CHESNEY: I'm just wondering if we
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should vote on the issue of empiric therapy because we
never really got around to that.

And I would just like to say that the
company has done what we asked, which is to do a
double tap and to geﬁ us the data, and I would like to
be very supportive of that. I think I don’t know in
what way, but I don’'t want them to be discouraged
because we're maybe not coming to the right
conclusion, but I wonder if we shouldn’t vote on the
empiric issue.

CHAIRMAN RELLER: Dianne.

DR. MURPHY: Just remember we'’ve got other
preparations out there for other therapies that aren’t
penicillin resistant. So I guess we want you to
really articulate.

Are you saying that even though you don’t
ﬁhink the efficacy has been proven here, that then
you’'re recommending it for empiric therapy?

CHAIRMAN RELLER: I think Dr. Leggett’s
summary is what the committee thinks. I mean, the
efficacy for two micrograms per mL or less, being a
substantial ©proportion of the strains in the
population distributions that we saw, it constitutes
a good chunk that fall within that susceptibility

category of the strains heretofore being promoted,
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recognized, feared as penicillin resistant strains or
let’s say not susceptible strains, that is, that most
of the twos encompass most of them that are in the
penicillin intermediate category based on meningitis
breakpoints and somé even 1in the/resistant category
based on meningitis breakpoints.

I think we have something of a semantic
issue. It's the open endedness that no matter how
high the penicillin MIC is, that the drug works, and
I think people are very uncomfortable with that, but
it works against strains that heretofore we would have
considered resistent.

Dr. Chesney, is that the way you see it?

DR. CHESNEY: Yes. But there’s another
issue that seems to be confusing, and that is the
penicillin versus amoxicillin, and I guess I'm not
clear in my own mind.

An amoxicillin of MIC of two translates to
what MIC for penicillin?

CHAIRMAN RELLER: It is usually going to
be two also, but not four or eight or one. 1It’s going
to be one or two most of the time. It would fall into
the intermediate by current criteria or resistant by
current meningitis criteria.

DR. CHESNEY : So it’s amoxicillin
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susceptible at two and penicillin intermediate --
penicillin resistant at two.

CHAIRMAN RELLER: That is correct.

DR. CHESNEY: And that’s where I think the
confusion is coming; I mean we’re comfortable with
the amoxicillin MIC of two, but that is not an
amoxicillin resistant strain, but it is a penicillin
resistant strain.

CHAIRMAN RELLER: Because the penicillin,
as you’'re well aware, the penicillin breakpoints are
based on what is currently -- what is required to
treat meningitis, and that’s delineated in the NCCLS
documents.

DR. CHESNEY: And I think if that’s
confusing for us, that’s going to be very confusing
for the practitioner to say, yes, you can treat a
penicillin resistant strain, but actually it’s not
resistant. It’'s amoxicillin susceptible, and I think
that’s what we’re reflecting here, is the fact that
we’re not doing guidance, practice guidance as we have
a label. It’s either approved or not approved for the
treatment of certain organisms or certain indication.

| And I think that even though we can put
data in there, you know, about what the clinical

trials were, there’s just a real quandary that’s being
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presented here, and I think Dr. Chesney has
articulated that.

CHAIRMAN RELLER: Dr. Ramirez, you have a
comment you wish to make?

DR. RAMIREZ: Yes. I think that I totally
agree with your comment that this is going to be very
confusing for the general practitioner that we try to
have with the package insert.

I also -- I mean, the Chairman is trying
to put a proposal in the table that’s going to be what
we all agree, but at the same time, this is not the
proposal of the sponsor. |

You know, we vote in the proposal of the
sponsor clear, and probably we should ask the sponsor
to come with a new proposal that’s going to be
acceptable for the committee, acceptable to the FDA,
and is going to be able to -- we’re going to be able
to educate the physicians without confusion based on
whatever date obtained for this discussion because
this is going to require some thinking.

CHAIRMAN RELLER: Dr. Craig, you had a
comment.

DR. CRAIG: Yeah. The CDC has guidelines
as to when the combination of amoxicillin and

Augmentin are to be used, and they’re not talking
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about this for every single patient. They’re talking
about those and where the risk of having penicillin
resistant strains are there.

So I think are you talking about empiric
therapy just to ever?body, even older kids, or are you
talking about empiric therapy in those where there’s
a risk of having penicillin resistant strains?

DR. SORETH: I think the latter part of
what you said falls in between the two. Empiric
therapy, all comers, versus therapy for those who
would have risks for or be suspected to be more likely
to have PRSP, if not documented PRSP.

I mean, the reality is that in practice
tympanocentesis isn’t routinely done. So at the end
of the day, you don’t know that it’s PRSP or what its
MIC is in any event, but it’s a spectrum. Empiric
therapy for everyone, empiric therapy for those who
you would highly suspect would have PRSP, or for those
who have documented PRSP, the most restrictive.

DR. CRAIG: Well, as I say, there are some
guidelines out there for when the combination or the
higher amount of amoxicillin is needed that could be
used and applied to this preparation.

CHAIRMAN RELLER: Dr. Ramirez, another
gquestion?
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DR. RAMIREZ: I think that the reason I
asked the question to the sponsor is they can identify
the population as a risk of penicillin resistant
because this may be the population for the empiric
therapy with this tybe of formulation.

Also, talking about confusion, we’re going
to have two formulations of Augmentin, and one
formulation is going to have a breakpoint of .5. That
is the four to one ratio, and the other formulation I
hear the committee coming with a breakpoint of one or
two. That’s going to be a different breakpoint.

They are going to have different
breakpoints for the same antibiotic, for the same
organism based on the formulation that you use. I
think that we all agree with what we’re trying to say,
but to put this in paper is going to require some
thinking to avoid extremely confusing the general
practitioner.

CHAIRMAN RELLER: Drs. Murphy and Soreth,
do you want the committee to discuss at all number
five while most of us are here?

And then, since we had a no for the
guestion in four, but a yes to amoxicillin susceptible
by MIC criteria published currently by NCCLS, we can

come back to additional studies.
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Actually, maybe it would help to get a
rendering of an opinion from the committee whether an
MIC breakpoint as acceptable of four for amoxicillin
is appropriate. What are your instructions?

DR. MURPHY: I think at this point we
really have enough information that we can probably
come to a conclusion or at least have further
discussion about the breakpoint.

I think we’d really prefer to hear from
the committee what are the studies that you want to
see so that a product can be labeled for penicillin
resistant, for treatment in acute otitis media for
penicillin resistant therapy of those organisms.

CHAIRMAN RELLER: Dr. Murphy, one of the
dilemmas is, I mean, currently, I mean, the committee
says we think this compound used at 90 milligrams per
kilogram works for penicillin -- excuse me --
pneumococci with MICs to amoxicillin of two micrograms
per mL.

In fact, those isolates are going to have
penicillin MICs of two micrograms per mL often, and if
we voted for two that would be resistant, but
registant includes two or more, it’s the "or more"
that I think is where the committee is uncomfortable

and I think should be based on the paucity of data.
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But, you know, moving to two or less, I
mean, 1is for pneumococci that are less than
exquisitely susceptible to penicillin, including
strains up to two micrograms per mL or less, I think
the committee is perfectly comfortable with, and that
encompasses a large number of strains that either

-~ raela o 1o 2
ratea, wiicn 1is

,
1l choice o

M

pretty unusual, actual isolates includes a far larger
number of patients than previously would have been
included by excluding individuals with either having
or suspected of having strains of pneumococci with
MICs above .06.

Yes, Dr. Leggett.

DR. LEGGETT: A little point of
clarification. When I was talking about empiric
therapy, my rationale was empiric therapy for people
at high risk of penicillin resistant pneumococcus
based on something that Dr. Wald point out.

In a low risk patient, if we assume an 80
percent cure rate, we’'re going to be fine. If you
look at the frequency distributions of the pneumococci
in the Alexandria project and the others, if your
cutoff is at four, you’ve got about between two or 3.7
or 5.8 percent of those isolates are above that.

And if you go below that, you’re still --
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and so you’re making a two, you’re still on that upper
range are only dealing with about ten percent of the
total isolates even in that high risk group that are
going to be above that.

So in Ehatv sort of empiric therapy,
knowing that you’re going to fail ten percent of the
time, assuming that the drug worked, I wouldn’t have
trouble with that, but if we have documented
penicillin resistant pneumococci with an amoxicillin
of four or even three/four, but four or eight or soon
maybe 16, then I am not comfortable with it.

And so that’s what my comments about the
empiric part were.

DR. MURPHY: So you’re really saying what
Dr. Craig was saying, is that if one identifies a high
risk population, quote, whatever parameters those are
defined, that then you would feel comfortable with
using this product.

DR. LEGGETT: Recognizing that vyou're
going to, for the time being, miss ten percent at
least.

DR. MURPHY: And that if one had the
isolate --

DR. LEGGETT: And you have the MIC.

DR. MURPHY: -- no usual, and had an MIC
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within the ranges that have been described, clearly
this would also be your product. 1It'’s because you
need to have clearly indicated where it is not going
to work. Is that --

DR. LEGGETT& Yes.

DR. MURPHY: -- another way of looking at
this?

DR. LEGGETT: Yes.

CHAIRMAN RELLER: Dr. Chesney, we’'ve
talked about if we could identify high risk/low risk
patients. From what Dr. Giebink presented earlier and
prevalence of the strains, how would you go about that
as a pediatrician?

DR. CHESNEY: Selecting high risk
patients? I think that’s pretty simple. I think
there are children who have already had one or more
episodes, children who may have underlying risk
factors, such as cleft lip or palate, children who are
going to day care, come from large families.

I think there are a number of factors
there, but if I could just make a comment, I think our
problem is the mechanism of action of the antibiotic
and the mechanism of the resistance of the organism,
and we have seen organisms with a penicillin MIC of 16

and 32 in Memphis.
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Now, they’re rare, but I think, you know,
you wonder how high can we go. I mean, why not use a
product with 180 milligrams of amoxicillin? You know,
it’s sort of like -- I don’t express myself very well
-- but my anxiety is-saying blanket this is good for
resistant organisms and having people have that
security, and then we get an organism with an MIC of
16 or 32.

But I like the way Jim put it in terms of
empiric therapy. I'm very comfortable using this as
empiric therapy because I think it is going to cover
the wvast majority which have MICs of two for
amoxicillin and even four I'm comfortable with.

CHAIRMAN RELLER: Dr. Murphy, any other
instructions?

DR. MURPHY: I don’t think so. I don‘t
think at this point. I think we’ve got the message
about where you wish -- where you think this product
would be useful and where you think this product would
not be useful.

The question is in face of what we put in
the label and what will be marketed, can we safely
label this product or effectively label this product
for appropriate use for what the committee seems to be

indicating they think would be appropriate use.
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If anybody wants to respond to that, I
would be welcome to hear your response to that.

DR. HARRISON: Well, just as a -- I mean,
I'm not a voting person, but I think one of the things
that we need to keép in mind is that most of our
empiric therapy, if we got 90 percent efficacy with
anything, we’d be ecstatic in the clinic. So that
stating -- I think what I heard is that for empiric
therapy when you don’t know but you’ve got a high risk
that this is going to be a troublesome patient, this
is that one you don't want coming back because they’ve
been in here before. Using this, but expecting that
therapy would not be effective with MICs above a
certain point would be a caveat that people can live
with.

Does that make any sense to you?

DR. MURPHY: Yes, I understand that.

Is that what the committee is trying to
say? I think that’s what the committee is trying to
say, and I just want to make sure that, despite the
external conversation, that that is what is meant at
this point.

CHAIRMAN RELLER: I think my sense of what
the committee and the data presented by the sponsor is

that this compound in this formulation at the higher
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dose is a useful addition and would be efficacious in
strains that heretofore many would have considered as
perhaps not being susceptible to penicillin, and it

works for most of those strains as long as there'’s

- delineation somehow in the labeling, the promotion, et

cetera.

That does not mean that you can forget
about penicillin resistance when you use this compound
because no matter how resistant they are, it’s going
to work. And I think that's where the committee was
balking and got the sense that this was, you know, an
openness in an area of MICs where the numbers were
very small. Good up to two, but not beyond.

DR. MURPHY: We’ve lost a lot of the
committee at this point, but let me restate then. The
committee basically voted no because of the open
endedness of the MICs on the resistance.

The committee, however, then is saying
that it thinks this product has shown, because this is
really what the question was, that it could be safely
used and has been effectively used to treat a high
risk population identified by whatever parameters and
will get the majority of those patients at this time.

There was another message I was getting

though. There was that we think it’'s going to change
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so quickly that we don‘t think we should label it at
all because it will change so quickly that your MICs
will just keep going up, and the next thing you know,
you‘re going to havev nothing, no therapeutic
intervention.

But I don’t mean to say backpedaling, but
I mean, I'm just hearing more of a different message
from the committee, that you feel that actually there
is a place at this time for this agent in a defined
population which is at high risk of having resistant
organisms.

CHAIRMAN RELLER: I think that the
committee, and I’'m sure that others will, you know,
speak up if this is not the case, is that the data are
substantial and solid for the therapy of pneumococci
with MICs to amoxicillin up to and including two
micrograms per mL, and beyond that, the numbers fall
off, and if the population shifts to have something

with a label of just resistant pneumococci is too open

ended.

DR. ARCHER: Since I'm still here.

CHAIRMAN RELLER: Yes, Dr. Archer.

DR. ARCHER: I think one of the points is
that -- and I think Bill Craig made this statement at
one time in the past -- that, in fact, the MICs to
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penicillin for pneumococci are not rising at a rapid
rate. They’ve kind of leveled off.

There are some eights and 16s out there,
but most of them are as you see.

On the oﬁher hand, the MICs for macrolides
and sulpha-trimethoprim are rising at a rapid rate.
I think we’re running out of options, and therefore,
I think it’s very useful to have an agent that might
be effective against pneumococci with MICs at two.

CHAIRMAN RELLER: I think it was
unanimous, that we concurred with that.

DR. MURPHY: Okay . That’s what the
vote -- I’'m just making sure we’'ve got the words
behind the vote here of the MIC with amoxicillin was
about, what Dr. Archer just said.

CHAIRMAN RELLER: We unanimously concurred
with that. Safety and efficacy for two micrograms per
mL or less, which encompasses, you know, a very high
proportion of current strains in the United States
that does not seem to be getting dramatically worse,
but that’s no assurance for the future.

DR. MURPHY: Okay, but the linkage here is
because we know most of these children won’t have
these organisms, is that we're going to identify them
by these high risk parameters and not a bacteriologic.
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Is that the linkage?

Anybody on the committee disagree with
that statement, you know, anybody who’s still here?

(No response.)

DR. MURPﬁY: Okay.

CHAIRMAN RELLER: Dr. Craig, do you want
to comment before we close this?

DR. CRAIG: I wanted to get the gist from
the committee. You said the numbers fall off. You’re
talking about the numbers of cases, and’that four
might’be very feasible if more clinical data and more
cases were available.

CHAIRMAN RELLER: Yes. I mean, the
numbers were small at four and eight, but the other
part of that is that most of the strains in the United
States when you looked at the population distributions
-- admittedly there aren’t a lot, fortunately, that
are beyond that.

In other words, this formulation at this
dosage would encompass, you know, many more strains
than, you know, previously were considered because of
the PK/PD data and the higher dosage.

DR. LEGGETT: Barth, with one caveat I
would add. Not just more numbers of cases, but much

better kinetics so that we know the variability in the
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kinetics, and recognizing that dynamics, a twofold
change from four to eight or four down to two is a
huge change in those PK/PD diameters.

CHAIRMAN RELLER: Right. So things, you
know, get -- I mean; the confidence interval said a
lot. I mean, you know, things get -- more uncertainty
goes up exponentially when you get up to four and
eight, and even dramatically so beyond that, but there
was some, I think.

We’ve gone over it,

Thank you very much. There was a lot of
vigorous discussion, and I thank all for their
contributions, and to the sponsor for answering all of
the queries put with great detail as well.

Thank you.

DR. MURPHY: I wanted to thank the

committee, too. An outstanding job with a difficult

subject.
(Whereupon, at 5:38 p.m., the Advisory

Committee meeting was concluded.)
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