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DR. CARA: Jose qua. Type 2, yes.

DR. LEVITSKY: Lynne Levitsky. Type 2, yes.

DR. KREISBERG: It says, "If the answer to
either of the above is no, what additional data would
be required?" It doesn't look like the answer is no
to either one but I would ask is there any other data
other than what has already been mentioned that
anybody would like?

DR. GRADY: I think you need to study more
people with Type 2 diabetes who are taking both
insulin and metformin.

DR. TAMBORLANE: I would also encourage the
use of newer sensor technology to look at fluctuations
in future studies.

DR. KREISBERG: Question No. 2, "Based on
the information presented by the sponsor in the NDA
were the study designs adequate to guide physicians in
the effective use of pramlintide in combination with
insulin in (a) Type 1 and (b) Type 2 diabetes."
Answer both at the same time this time.

MS. KILLION: Rebecca Killion. I think, as

we have discussed, we need more information on both
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Type 1 and Type 2.
DR. KREISBERG: Does that mean no?
‘MS. KILLION: That would be no.

MS. McBRAIR: Wendy McBrair. For Type 1 and
Type 2, no.

DR. CARA: Jose Cara. For Type 1, no. For
Type 2, insulin requiring patients, yes.

DR. LEVITSKY: Lynne Levitsky. Type 1, no.
Type 2, no.

DR. TAMBORLANE: Bill Tamborlane, a
qualified no on Type 1 and yes on Type 2. The
qualified no is that I think they have shown that they
have identified reasonably effective doses. I think
the issue is initial titration starting at lower
insulins which we needed to know more about.

DR. GELATO: Marie Gelato. Type 1, no.
Type 2, yes.

DR. SAMPSON: Allan Sampson. Type 1, no.
Type 2, no.

DR. GRADY: Deborah Grady. Type 1, no.
Type 2, no.

DR. KREISBERG: Bob Kreisberg. Type 1, no.
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Type 2, no.

MR. JENKINS: Mr. Chairman, can I ask are
you planning on reading out the tally to make sure
everyone kept score correctly?

DR. KREISBERG: Would you like me to do it
after each question?

MR. JENKINS: Whichever you would like. I
was Jjust asking do you plan to do it because it's
always questionable that everyone has the same tally.

MS. REEDY: Question 1, (a) Type 1l: eight
yes; one no. (b) Type 2: eight yes, one no. Question
2, (a) Type 1: no yes, nine no -- Question 2, Type 1;
yes, zero; no, nine. Type 2; yes, three; no, six.

DR. KREISBERG: With regard to question No.
2, do any of the panelist want to suggest any other
studies or data?

DR. LEVITSKY: 1In addition to what we've
already -- I think I kind of laid out before what I
think would be reasonable which is a broader study in
patients who are being managed with multiple insulin
injections or on pumps with careful atﬁention to

quality of life.
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The nutritional status, amplitude of
glycemic control, and flexible insulin dosing and a
lower dose -- at least two doses, perhaps, in the Type
1s. In the Type 2s there were comments which are
reasonable about perhaps selecting out patients who
are maximally managed on other agents and then adding
this.

MS. McBRAIR: Wendy McBrair. I would just
like to include exercise as part of the study.

DR. CARA: Jose Cafa. I want to qualify my
answer yes in regards to Type 2 diabetes, and that is
that it's yes for insulin requiring type patients with
Type 2 diabetes and that according to the
recommendations, or the proposed recommendations, and
that is to start at a lower dose and/or a 20 to 30
percent decrease in the insulin dose. I don't have
anything to add in regards to additional data.

'DR. GRADY: Could I just say that I think
No. 3 here, it doesn't seenm £hat any of us agree that
such a trial would have to aim to meet ADA guidelines
for treatment of these patients.

DR. TAMBORLANE: I just want to make sure we
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have all our positions. My position would be that we
really -- the most pressing need is the initial four
week study looking at the recommendation that the
sponsors would like to put in their labeling.

DR. CARA: My understanding was that the
labeling applied to Type 2 patients as well. 1Is that
correct?

DR. KOLTERMAN: Making a recommendation for
the reduction in insulin dose with the initiation of
therapy in Type 2.

DR. CARA: That applies to Type 2?

'DR. KOLTERMAN: Correct.

DR. KREISBERG: Orville, could I ask, you
have not actually done the titration study using lower
doses to acclimatize the patients to see whether that
would abrogate in any way the initial nausea. Is that
true those have not been done?

DR. KOLTERMAN: They have not been done. A
protocol has been devised and the intention was to
carry that out while the final resolution of the
approval process was being wrapped up.

DR. KREISBERG: I think that would be very
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important because it would take it out of the realm of
your best recommendation to something that is evidence
based.

I would also suggest that this idea about a
10 to 20 percent reduction in the insulin dose would
also be better if it were evidence based in that in
some of your studies you might want to look at the
relative benefits in terms of reducing the frequency
of hypoglycemia by a 10, 15, 20, 25 percent initial
reduction during the titration period.

DR. KREISBERG: Question No. 3 deals with
safety. "Based on the information presented by the
sponsor and the NDA are the data adequate to define
the safety profile of pramlintide when used in
combinatiﬁn with insulin in (a) Type 1 diabetes, and
(b) Type 2 diabetes."

MS. KILLION: Rebecca Killion. I would say
not yet on each one which is sort of a qualified no.

MS. McBRAIR: Wendy McBrair. For most
things except for the hypoglycemic events. That's a
qualified yes for both.

DR. CARA: Jose Cara. I don't know if this
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is a qualified yes or no but the bottom line is we
don't have enough data on either and I think we need
to get more information regarding safety profiles in
both situations.

DR. LEVITSKY: No to both. Lynne Levitsky.
Same reasons.

DR. TAMBORLANE: Bill Tamborlane. I think
we are saying the same thing but I think the safety is
okay for other things but hypoglycemia which needs
further definition. I would say that is a qualified
no.

DR. GELATO: Marie Gelato. No for both.

DR. SAMPSON: Allan Sampson. No for both.

DR. GRADY: Deborah Grady. No for both.

DR. KREISBERG: Bob Kreisberg. No for Type
l. Yes for Type 2. I think everybody has expressed
their concern about the issue of hypoglycemia as being
the major adverse effect and I don't think anything
more needs to be said about that unless you want to.

MS. REEDY: For question 3, part (a), Type
1: yes; one; no, eight. For Type 2: yes, two; no,

seven.
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DR. KREISBERG: Question No. 4.

DR. ORLOFF: Dr. Kreisberg, I think at this
point based on the interpretation in the responses to
question 3, we can dispense with question 4. Thank
you. Thank me.

DR. KREISBERG: Question No. 5,
approvability. "Based on the data presented in the
NDA and the adequacy of the trial designs, do you
recommend approval of pramlintide for wuse in
combination with insulin in (a) Type 1 diabetes and,
(b) Type 2 diabetes."

MS. KILLION: I want to call a friend.
Rebecca Killion. I want this drug but I really think
based on all the answers that went before, you have to
say not yet.

DR. KREISBERG: Is that for both Type 1 and

MS. KILLION: Yes.

MS. McBRAIR: Wendy McBrair. Same answer.

DR. CARA: Jose Cara. For Type 1 diabetes,
no. For Type 2 diabetes for patients on insulin, yes.

DR. LEVITSKY: Lynne Levitsky. For Type 1,
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no, and for Type 2, no, not yet either.

DR. TAMBORLANE: Can I get a clarification
of the question for the agency? Can you approve it
with the stipulation that they do this dose finding
thing or is it just based on what we have at this
point? Is there dose reduction in the first four
weeks?

DR. ORLOFF: We do approve drugs with Phase
4 commitments for further investigations. The
approval, as is, I think, evident, is based upon a
judgement of safety and efficacy that we determined
from the data that have been produced so far. The
question to you is there enough there to approve it
and/or is the Phase 4, as we call it, really of
ancillary importance to theAapproval?

DR. TAMBORLANE: Since I think that the
first four weeks is actually a manageable problem, I'm
going to vote for approval for both Type 1 and Type 2.

DR. GELATO: I'm not going to poll the
audience. Marie Gelato. For Type 1, no. For Type 2,
at this point I'm going to say no.

DR. SAMPSON: Allan Sampson. For Type 1,
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no. Type 2 is a harder decision. I think still at
this point I would say no.

DR. GRADY: Deborah Grady. For Type 1, no.
Again, for Type 2, I'm very borderline but I am going
to vote no based on the need for more infdrmation, I
think, on appropriately treated patients.

DR. KREISBERG: Bob Kreisberg. No for Type
1 not based on efficacy but based on the need for more
safety information. And Tyﬁe 2, yes.

MS. REEDY: On question 5, for Type 1: yes,
87 no, one. Wrong. Sorry. Upside down. On question
5 for Type 1: yes, one; no, eight. For Type 2: yes,
three; no, six.

DR. KREISBERG: Question six, I think,
becomes unnecessary considering the vote. Question 7
really deals with additional studies that we would
like for the sponsor to consider. I think we have
discussed that in pretty mu;h detail unless anybody
would add further.

DR. GRADY: I'd just 1like to ask the
committee one question. That is, in my mind it's not

clear that it would be necessary to decrease insulin

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

311

doses at the time of starting this drug in Type 2
diabetics. I wonder if the company might just do
studies in Type 2 diabetics taking insulin and
metformin.

DR. KREISBERG: Jose.

DR. CARA: Can individuals that answered yes
to any part of question 5 get a chance to just make a
comment on question 6? That's regarding thé manner in
which hypoglycemia risk might be addressed in the
labeling.

In addition to what's already been suggested
by the sponsor, I would ad?ise them to make strong
warning about the anorexia and the nausea and indicate
how that might be implicated in the hypoglycemia that
is seen with the medication.

DR. KREISBERG: I would just like to say
that, again, this drug has considerable promise and
the concept of its uses is very attractive. I
disagree with the agency in thinking that the target
is how we should evaluate t@e efficacy of this drug.

I think that everything that we've done in

diabetes, at least for Type 2 diabetes, is looking for
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incremental improvement in glycemic control and that
the use of drugs in combination or tripie therapy
gives us an opportunity to augment the efficacy of the
previous therapy in patients.

I see this as playing the same role both in
Type 2 and hopefully in patiénts with Type 1 diabetes.
I hope that the sponsor is not discouraged by the
response of the committee because I think I sense a
great deal of enthusiasm from the members of the
committee just a sense that there isn't yet enough
information to vote with conviction.

Our experience in the past with adverse side
effects of drugs makes us skiddish about doing that.
I would like Orville to tell‘us anything that he would
like to tell us as a parting shot.

DR. KOLTERMAN: I actually would like to
pose a question to the committee. I understand the
issue that has caused you concern with regards to Type
1 diabetes. This initiation of therapy and actually
the desire to see a demonstration that our recommended
approach to the initiation of therapy reduces both the

incidence of nausea and, most importantly, the
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incidence of the severe hypoglycemic reactions.

I did not hear a clear directive in terms of
what additional information is desired in the Type 2
population. As I listened to your comments, I didn't
hear a similar concern.

In fact, I just heard a recommeﬁdation from
one panel member that perhaps we don't -- that there
is not an indication to reduce the insulin dose with
the initiation of therapy in Type 2 patients as we had
suggested.

DR. GRADY: You know, I think my concern
with the Type 2 is more on the efficacy end because,
you know, you did show that nice slide with the
similar reduction in HbA, in Type 2 but, again, it
was based on 150 people.

Secondly, it's my understanding that in the
Type 2 studies there wasn't a really careful
ascertainment or adjudication of hypoglycemia. Is
that true?

DR. KOLTERMAN: That is not true. That is
true in the initial study with Type 2 diabetes. The

second two studies in patients with Type 2 diabetes
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were done to -- the ascertainment and evaluation of
hypoglycemia were done to the same criteria and to the
same standard as done in patients with Type 1
diabetes.

That data, as I showed in my presentation,
resulted in an increase. There was an increase --
there was no question about it -- during the first
four weeks of therapy from .2 to .5. Then after that

initial four weeks there was no difference in

hypoglycemia.
DR. GRADY: But -the absolute effect on
hypoglycemia is really small. I am most concerned

Just that you demonstrate a little bit better that it
would be effective in patients the way they are
treated today typically with metformin in addition to
insulin.

DR. TAMBORLANE: I was Jjust a 1little
confused. There was still a relatively as impressive
a problem the first four weeks with the Type 2. I
mean, in absolute terms it was a lot less but there
was still this problem the first four weeks. That is

why -- I mean, my personal recommendation would be to
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test it out in the first four weeks in the Type 2

also.
DR. KREISBERG:
adjourned,
(Whereupon, at 4:
adjourned.)
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