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Page 6 Page 8
1 not be that, but | would just urge in the future 1 opening.
2 that -- make your objections but make sure 2 MR. ALLEN: Yes, sir. And itis
3 they're real objections, because some of them 3 our position. | know you have a jury out and
4 don't even -- didn't even come close in this 4 maybe we can look -- I might need to look at this
5 case. 5 and we can talk about it further. But it's my
6 The other thing is I guess I'll 6 position they've opened the door. They're giving
7 just say for the record in reviewing particularly 7 an inaccurate risk benefit analysis on this drug
8 Ms. Torres' objections, | sustained a number of 8 to the jury because this drug, 35 -- at least 35
9 objections, primarily because | felt that a lot 9 to 45 percent -- that's in the testimony of the
10 of the case related to the off-label promotion 10 witnesses. | think it was Ms. Torres', but |
11 issues that I've excluded from this case. As 11 can't remember quite frankly.
12 I've indicated, at least on documentary evidence, | 12 Thirty-five to 45 percent of the
13 it's apparent to me that some of that evidence 13 use of Zyprexa was for children and the elderly
14 can be used for both purposes, but I felt that 14 and depression and indications for which the drug
15 the questions were directly pointed and only 15 was, in fact, not indicated. And so we're sitting
16 seemed to relate to the off-label promotion, and 16 here talking to the jury about we're saving the
17 that was primarily my basis for overruling -- or 17 world from lobotomies and 23 million users. The
18 for sustaining a good portion of the objections 18 fact of the matter is 8 million of those would be
19 on Ms. Torres' deposition, particularly at the 19 people that shouldn't have gotten the drug to
20 very end of the case, and | just wanted to note 20 begin with,
21 that. 21 THE COURT: Well, I guess I'll just
22 MR. ALLEN: Yes,sir. And1--1'm 22 say this, Mr. Allen. To the extent that
23 just now going over them, so | haven't had an 23 questioning later on leads me to think that I can
24 opportunity. But let me if | might, just briefly 24 see the questions that are being asked in these
25 explain. The defense yesterday talked about 23 25 depositions as being a kind of mixed evidentiary
Page 7 Page 9
1 million users, the severe disease of 1 or that the door has been opened, you can ask me
2 schizophrenia, saving people from frontal 2 to reconsider certain rulings but --
3 lobotomies and electric shock therapy and its 3 MR. ALLEN: Okay.
4 widespread use. 4 THE COURT: -- but right now,
5 She's giving a misperception to the 5 that's not where we are in this case. And right
6 jury and the fact -- which you had sustained an 6 now the questions and the answers that were asked
7 objection earlier concerning what | wanted to put 7 in that -- on those questions about children,
8 in evidence that this product became the fourth 8 about Alzheimer's about a whole series of
9 or fifth leading selling product in the world. 9 questions fell much more heavily in my mind or
10 So the position that the defense is taking is 10 fell entirely in my mind on the off-label issue
11 that Zyprexa was used for schizophrenia and 11 that I've excluded from the case.
12 bipolar mania and then she told the jury one 12 MR. ALLEN: | understand,
13 other thing yesterday, that it's indicated for 13 Your Honor. One last thing -- 38 percent -- we
14 bipolar disorder, which it is not. 14 have the statistics, 38 percent of Zyprexa's use
15 THE COURT: And when | -- | mean, 15 in Alaska, in this state, was not on label. It
16 again, I'm not perhaps sufficiently attuned to 16 was off-label, so we have well over a third in
17 the -- to the specifics of some of the things, 17 this state alone, and | will look at what you
18 but there was a question in there that seemed to 18 ruled and we can take it back up.
19 relate to that, and I think I let -- | overruled 19 MR. FIBICH: Judge, if I may. This
20 the objection on that basis. The other ones were | 20 is an issue | would like for the Court to be
21 there were a lot of stuff about childhood 21 rolling over in your mind today. Because
22 disorders and Alzheimer's and those kinds of 22 Dr. Gueriguian is going to be testifying
23 things, and those were the ones | tended to 23 tomorrow. Dr. Gueriguian has previously given a
24 sustain. | believe -- | think I left in the 24 report on off-label use. Dr. Gueriguian has
25 question because of that discussion in the 25 previously given a deposition on off-label use.
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Page 10 Page 12
1 They clearly opened the door. They stood before 1 But | want to ask one point of
2 this jury yesterday and talked about the risk 2 clarification with respect to the ruling you made
3 benefit analysis, that that's what a doctor does. 3 with Dr. Brancati. We also raised the point that
4 The doctor weighs the living hell of 4 it appears that he is going to make some comments
5 schizophrenia versus the benefits of this drug. 5 about the 2007 label. The report that he filed
6 When they did that, they misled 6 was well before the 2007 label, they never
7 this jury because the risk benefit analysis is a 7 supplemented the report; we've had no opportunity
8 lot different for schizophrenia than it is a lady 8 to cross-examine him about any opinions he may be
9 that's having post-partum depression, a child 9 asked about that. I think there was an explicit
10 that's getting out of his seat too often in the 10 opportunity to supplement reports as | recall.
11 first grade or the elderly who may be stumbling 11 They did not take advantage of that. 1'd ask
12 around with dementia. The risk benefit analysis 12 that any testimony that he's going to give on
13 does not work with those people. 13 that be excluded.
14 The risk benefit analysis works 14 THE COURT: Let me ask Plaintiffs
15 great with schizophrenia. If you have a truly 15 if he's going to testify about the 2007 label
16 ill person, you have a risk, you can say, okay, 16 or--and if so, how do you get that within your
17 we're going to look at the risk of this drug. 17 report that was provided?
18 When it's someone else, it's a different deal and 18 MR. SUGGS: Your Honor, it's not
19 we're moving the Court that they've opened the 19 really a new opinion. Part of the -- it comes in
20 door on this issue. We'd like Dr. Gueriguian to 20 connection with his testimony regarding
21 testify. I'm not going to take up any more of 21 comparable rates. He's going to testify that
22 the Court's time. | just would like for you to 22 based upon his review of the scientific
23 be thinking about this, because this will be our 23 literature, it demonstrates that, in fact, the
24 motion at the conclusion of the day. 24 incidence of diabetes with Zyprexa is higher than
25 THE COURT: I'msure I'll be 25 with other drugs and that his opinion on that is
Page 11 Page 13
1 thinking about it, but I just will say that if 1 confirmed by and consistent with the 2003
2 the door has been opened, it's not readily 2 ConSensus statement, and further, by the recent
3 apparent to me, at least at this point. If the 3 label change --
4 door is opened, we'll take that up, but right now 4 THE COURT: Was he deposed?
5 risk benefit analysis in a general sense is still 5 MR. SUGGS: Pardon?
6 inageneral sense and | haven't heard specific 6 THE COURT: Was he deposed?
7 differences of risk benefit analysis coming out 7 MR. SUGGS: He was deposed in
8 or any of those kinds of things nor have I heard 8 January of 2007, Your Honor. April of 2007.
9 the statistics or any of that kind of thing. 9 THE COURT: So before the 2007
10 I don't have that evidence 10 label.
11 competently put in front of us at this point, and 11 MR. SUGGS: Yes, he was deposed
12 so I'll just tell you that maybe after today's 12 before the 2007 label.
13 testimony I'll think the door's been open, but 13 THE COURT: And was there some
14 based on -- based on the opening, the door may be | 14 additional disclosure?
15 open to the bipolar mania issue that was 15 MR. SUGGS: There was no additional
16 discussed and there was a little bit of colloquy 16 disclosure, sir.
17 between counsel as to whether it was approved or | 17 THE COURT: I'm going to let him
18 whether it wasn't approved. But right now, 18 testify as to comparable rates in 2003, but the
19 that's all | see the door being open. 19 2007 stuff needs to not be gone into.
20 MR. FIBICH: We would like the 20 MR. SUGGS: Your Honor, if, in
21 opportunity to talk to the Court about that at 21 fact, they cross-examine him about comparable
22 the conclusion of today's testimony. 22 rates, would we not be able to -- haven't they
23 MR. LEHNER: Your Honor, we'd be 23 then opened the door --
24 happy to engage in that conversation if it's 24 THE COURT: If they open the door,
25 necessary. 25 they open the door. It depends what they ask and
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Page 14 Page 16

1 whether or not | feel the door has been opened 1 want people surprised. This is a very close

2 and questions may be asked that will elicit that 2 question to me as to whether or not there's any

3 response, and if | think it's a fair response 3 surprise going on.

4 we'll be able take that up, too. 4 MR. FIBICH: How can they be

5 MR. SUGGS: Very well, Your Honor. 5 surprised about their label? The fact of the

6 THE COURT: But I'm not going to 6 matter is --

7 preclude what the doors open. All I'm going to 7 THE COURT: That's not what the

8 say is for the time being if he didn't in his 8 surprise is. The surprise is whether or not this

9 report discuss 2007, and there was no 9 witness was going to offer an opinion or offer
10 supplementation to indicate that, I'm not going 10 testimony about the 2007 label and what it means
11 to let him refer to matters that weren't fairly 11 for this case. That's the question that I'm
12 disclosed in his report or supplemented or gone 12 thinking about.
13 into in deposition. 13 MR. LEHNER: Well, we'll be careful
14 MR. SUGGS: Very well, Your Honor. 14 in our questioning, Your Honor.
15 And if I think the door has been opened, I'll ask 15 THE COURT: You guys -- the
16 to approach the bench so we can discuss it? 16 Plaintiffs can renew this after we hear
17 THE COURT: That would be the best 17 cross-examination and I'll -- I'm going to think
18 way to handle it, yes. 18 about this one more. It's a very close question
19 MR. SUGGS: Okay. Thank you. 19 in my mind as to notice. Right now, I'm going to
20 MR. LEHNER: And I have just one 20 leave it the way that it is, but by the end of
21 question -- just so | have a sense of sort of 21 the day I'm not sure what I'll do.
22 where the door may begin to swing at what point. | 22 MR. SUGGS: Thank you, Your Honor.
23 I'm assuming he can be cross-examined on 23 THE COURT: Any other pretrial?
24 comparable rates since that's within his report 24 MR. LEHNER: I'm sorry -- I'm sorry
25 but if there's some questioning about well, in 25 to take up time, Your Honor. The only other

Page 15 Page 17

1 light of the 2007 label, how can you maintain 1 question is as we've tried to put these

2 this opinion about comparable rates, | would see 2 deposition pieces together, we did file this

3 that swinging the door wide open -- 3 motion about the sort of word salad that's kind

4 THE COURT: I'm not sure. You 're 4 of going to be created if we can't try to line

5 going to have to fashion your questions 5 these up. We'd be happy to show you a little

6 carefully. Because what | hear him saying is -- 6 video clip about what we're talking about or --

7 what | understand his testimony is going to be is 7 THE COURT: Well, this is -- you're

8 that you're on notice of that he's going to 8 talking about your motion for clarification of

9 testify about comparable rates, is that not true? 9 instruction regarding presentation of video
10 And all he's saying is here's one more piece of 10 deposition testimony.
11 evidence that confirms it, and -- 11 MR. LEHNER: Yes.
12 MR. LEHNER: Without being able to 12 THE COURT: I did think about that
13 cross-examine him, what -- 13 last night and this is what my order is going to
14 THE COURT: And it's a new piece of 14 be: Just as we normally would have -- video
15 evidence that didn't exist at the time he wrote 15 testimony is a little bit different because the
16 his report or at the time he was deposed although | 16 problem clearly for the other side is that
17 there was no supplementation. 17 because questions come in orders and in different
18 MR. LEHNER: But we're in no 18 ways sometimes the context of a clean
19 position to cross-examine him about his view 19 presentation, if | just weigh it to the defense
20 about what this was and he was been given plenty | 20 side is not entirely clear.
21 of opportunity to provide those views. 21 And so to the extent there are
22 THE COURT: Well, | -- | mean, the 22 snippets, as you've -- and that's what I'm going
23 test -- just so that everybody knows here, the 23 to call them, as you give me an example of that,
24 test I'm trying to apply here is one of fair 24 really either don't give a clear context or where
25 notice. | don't want trial by ambush and | don't 25 the presentation of just the Plaintiff's side
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Page 18 Page 20
1 might really be misleading as to what the witness 1 MR. ALLEN: We will --
2 is saying in the overall context of the 2 THE COURT: It will make the
3 deposition. 3 deposition a little bit longer, but it gives
4 I will consider applications to 4 the -- | want this to be understandable to the
5 have particular snippets of what the defense 5 jury and I'm trying to be fair to both of you,
6 wants based on reviewing the entire deposition 6 obviously, and so that's how I'm going to look at
7 included in the Plaintiff's presentation of that 7 it
8 testimony, but that's going to be the only limit. 8 I guess what I'll say is I'm going
9 The one thing that I'm really concerned about is 9 to --if I -- what I'm very concerned about is
10 because I've seen it many times, is the 10 the idea of taking what -- some very precise
11 Plaintiffs designate a very specific, precise 11 testimony that would be -- might be taken and
12 series of questions that they want to do, and 12 used in an examination of one side and kind of
13 then the Defendant designates the entire 13 using the fact that it's a deposition to bury the
14 deposition to hide it all, to bury it all and I'm 14 whole thing, and that | don't like at all.
15 not going to allow that. 15 MR. LEHNER: | don't think that's
16 The general rule is going to be is 16 what we're trying to do. And if somebody on your
17 that they can present their deposition testimony 17 side can -- whoever's going to be on your side.
18 and then when it's your turn, you can present 18 s that going to be you?
19 your deposition testimony. And that's how we're | 19 MR. ALLEN: Let me say that's
20 going to proceed, but to the extent | think that 20 exactly what they're trying to do. Anyway, we
21 doing that will lead to a misleading of the jury 21 have your ruling, and we'll abide by it.
22 or I really think it's a completeness issue so 22 THE COURT: And is that, Mr. Allen,
23 that -- which is really a question of getting the 23 the process that has been described, is that
24 jury a fair picture of what this witness said, 24 acceptable to you that you'll get with whom?
25 that's what | believe completeness is about, | 25 MR. LEHNER: And if we're going to
Page 19 Page 21
1 will consider individual applications on that 1 start playing depositions, we need to get people
2 basis. 2 working on this right away.
3 But as to -- the general rule will 3 THE COURT: Right. That actually
4 be the rule that was discussed previously that 4 brings up one more thing. | took care of the two
5 we're going to do this in a staggered fashion 5 you gave me. Tell me who is next.
6 just as would happen if the witness were a live 6 MR. ALLEN: I'll get you some more.
7 witness. 7 THE COURT: Tell me and let me know
8 MR. LEHNER: Could I suggest a 8 when, probably you need it by. | hope | have the
9 process then, Your Honor, to make -- to see if we 9 weekend.
10 can accommodate that we would designate somebody | 10 MR. ALLEN: You'll have some more
11 and the Plaintiffs will designate somebody and 11 on your desk hopefully this afternoon. As a
12 they're probably going to have to sit down 12 matter of fact, I'll get that done.
13 probably as we speak and try to reconcile these 13 THE COURT: Are they -- again, let
14 and then just bring to you the parts where we may 14 me know when you're hoping to play these people
15 disagree. 15 so | have my deadline.
16 THE COURT: | recognize that that's 16 MR. ALLEN: Yes, sir. I'll do
17 the implications of my ruling and, yes, that 17 that.
18 seems to be the best process. The other thing | 18 MR. LEHNER: And we'll look at our
19 guess I'll certainly indicate is that to the 19 objections with your comments in mind.
20 extent that the Defendants need to replay a few 20 THE COURT: Okay.
21 portions of what the Plaintiffs have already 21 We'll then bring the jury back in,
22 played to give them the context in their 22 I'll read them some introductory instructions and
23 deposition testimony presentation, I'll allow 23 we'll take it from there. We'll be off record.
24 that as well. 24 (Break.)
25 MR. LEHNER: Thank you. 25 THE COURT: Please be seated. We
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are back on the record. All members of the jury

are present. Good morning, ladies and gentlemen

of the jury. Thank you for being here so

promptly, and | appreciate your putting up with

the patience for the security door. We sometimes
have problems because we mess up in our chambers.
Sometimes it's because you're still learning the
process and sometimes it's because that door just

is a pain in the neck.

And | appreciate you putting up
with us. If somebody gets trapped between the
doors, we will rescue you, | assure you.

But I thank you for your patience
and we'll try to make sure it works as best as we
can make it work.

Let me give you some instructions
before we begin the presentation of the evidence
in this matter.

The opening statements are complete
and | have explained to you some of the law you
should keep in mind as the trial moves forward.
The presentation of evidence is about to begin
now.

| have already told you that your
job is to evaluate the evidence, although I will

CoO~NOUAWNLE
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Five, how reasonable was the
witness' testimony considered in light of all the
evidence in the case?

Six, was the witness' testimony
contradicted by what that witness has said or
done at another time or by the testimony of our
witnesses or by other evidence.

If you believe that a witness
testified falsely as to part of his or her
testimony, you may choose to distrust other parts
also, but you are not required to do so. You
should bear in mind that inconsistencies and
contradictions in a witness' testimony or between
his or her testimony and that of others do not
necessarily mean that you should disbelieve the
witness. It is not unusual for persons to forget
or to be mistaken about what they remember and
this may explain some inconsistencies and
contradictions.

It is also common for two honest
people to witness the same event and see or hear
things differently. It may be helpful when you
evaluate inconsistencies and contradictions to
consider whether they relate to important or
unimportant facts. You may believe all, part or

Page 23

be giving you detailed instructions after the
presentation, | also want to give you instruction
which may help you deal with evidence as it is
offered. I will give you those instructions now.

Every person who testifies under
oath is a witness. You, as jurors, are the sole
judges of the credibility of the witnesses and
the weight their testimony deserves. In deciding
whether to believe a witness or how much weight
to give a witness' testimony, you should consider
anything that reasonably helps you to judge the
testimony.

Among the things that you should
consider are the following:

One, was the witness able to see or
hear or know the things about which that witness
testified?

Two, how well was the witness able
to recall and describe those things?

Three, what was the witness' manner
while testifying?

Four, did the witness have an
interest in the outcome of this case or any bias
or other prejudice concerning any party or any
matter involved in the case?

Page 25

none of the testimony of any witness. You need
not believe a witness even though his or her
testimony is uncontradicted. But you should act
reasonably in deciding whether or not you believe
a witness or how much importance to attach to
that testimony.

Expert witnesses may testify in
this case. These experts may have special
training, education, skills or knowledge. In
deciding whether to believe the expert and how
much importance to attach to their testimony, you
should consider the same things that went -- that
you would when any other witness testifies.

In addition, you should consider
the following things: One, the special
qualifications of the expert. Two, the expert's
knowledge of the subject matter involved in this
case. Three, how the expert got the information
that he or she testifies about. Four, the nature
of the facts upon which the expert's opinion is
based and, five, the clarity of the expert's
opinion. As with other witnesses, you must
decide whether or not to believe an expert and
how much importance to attach to an expert's
testimony. You may believe all, part or none of

7 (Pages 22 to 25)



OCoO~NOOUILAWNPE

Page 26

the testimony of an expert witness. You need not
believe an expert witness even if the testimony

is uncontradicted but you should act reasonably
in deciding whether or you believe an expert and
how much importance to attach to the expert's
testimony.

You may have exhibits such as
documents, pictures or objects to consider as
evidence. When deciding how much to rely on an
exhibit in reaching a verdict, you should examine
its contents and consider how it relates to the
other evidence in the case. Keep in mind that
exhibits are not necessarily better evidence than
testimony from witnesses.

It is possible that I will ask
questions of witnesses called by the parties. If
I do so, you should consider the resulting
testimony as you would any other testimony in
this case. You should not assume that because |
ask questions, | have an opinion about the case.

It is your job and yours alone to evaluate the
evidence and to decide what witnesses to believe
and what weight to give to testimony.

There are rules of law that present
some types of information from being presented as

OCO~NOOUTA WNLE
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rulings, as these matters will be determined by
the law and will not reflect anything about the
merits of the case or my views of the evidence of
the witnesses.

My rulings that exclude evidence or
bar questions are designed to help you decide the
case fairly. Of course, if certain evidence is
excluded, you must disregard it. You may not
speculate about why the evidence was excluded or
what it may have been.

Upon allowing testimony or other
evidence to be introduced over the objection of
an attorney, | am not implying any opinion as to
the importance of the evidence. As stated
before, you are the exclusive judges of the
credibility of all witnesses and of the
importance and the effect of all evidence.

When | sustain or grant an
objection to a question, you must disregard the
question entirely. You may not draw any
inference from the wording of it or speculate as
to what the witness would have said if permitted
to answer the question.

| have just described the ways that
evidence may be presented. Regardless of the way

Page 27

evidence in a court of law. That is why

objections may be made to certain questions of
counsel, answers of witnesses or exhibits. There
will likely be conferences and legal arguments
outside of your presence. | know that you will
wonder what is being discussed and after such
discussions, why some evidence must be excluded.
These matters are governed by the rules of
evidence and the rules of the court.

Basically, these rules are designed
to do two things. First, they try to help you
focus on important and reliable evidence.
Second, the rules help you decide the case
objectively. We have confidence in the
impartiality and the integrity of the jury
because these rules ensure decisions based on
reliable and objective evidence.

You should not be influenced by the
fact that objections are made to questions or to
the presentation of evidence or that requests are
made that | take certain actions. Nor should you
be influenced by the number of objections or
requests that are made. Objections or requests
are not evidence. You should draw no conclusions
about the case from my response to objections or

Page 29

it is presented, evidence is either direct or
circumstantial. Direct evidence, if you accept
it as true, proves a fact. Circumstantial
evidence, if you accept it as true, proves a fact
from which you may infer that another fact is
also true. Let me give you a common example:

Let us pretend that as a juror you
are asked to decide the following question: Did
snow fall during a particular night?

Direct evidence would be a witness
testifying that the witness awoke during the
night, went to the window and saw the snow
falling. From this evidence, you could conclude
that snow fell during the night.

Circumstantial evidence would be a
witness testifying that the ground was bare when
the witness went to sleep at 10:00 o'clock at
night, but the next morning when the witness
awoke and looked out the window, the witness saw
that the ground was covered with snow. From this
evidence, you could also conclude that snow fell
during the night.

Facts may be proved by either
direct or circumstantial evidence. The law
accepts each as a reasonable method of proof.
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Some jurors prefer to take notes as evidence is
presented; other jurors prefer not to do so.

Each juror may decide whether or not to take
notes. It is not necessary for you to take

notes, but it is necessary that you carefully
consider all the evidence in the case. Do not

let note-taking interfere with your consideration
of the evidence. Your primary function is to see
and hear the witnesses and observe other -- and
observe other evidence.

Each time that you are excused from
the courtroom, your notepads must be placed on
your chairs face down. When you begin
deliberations, you will have your notes with you.
But please remember, a juror's notes are not
necessarily more accurate than the memory of
another juror who chose to carefully consider the
evidence without taking notes. When the case is
over, your notes will be collected and destroyed.

Our Alaska trial procedure assumes
that generally the parties will call the
witnesses and question them. As | have told you,
it is possible that I may ask some additional
questions to fill out a witness' testimony.
Occasionally you may be confused about what a
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about a question if it is necessary to provide a
further instruction about the topic. But if I do
not ask a question you submitted, please
understand that you are not to draw any inference
whatsoever from my decision not to ask that
question.

As | have explained to you about
questions asked by attorneys, we have evidence
rules that dictate what can and cannot be asked.

I will treat your questions in the same manner as
those of the attorneys, and you should treat my
rulings on questions submitted by the jury as you
do my rulings on questions asked by the

attorneys. Each juror must decide independently
whether or not to ask questions of any witnesses.
You should not discuss whether to ask questions
among yourselves. You should not give answers to
jurors' questions a disproportionate weight

merely because a juror asked the question.

Finally, please keep in mind that
the purpose of allowing you to submit the
requests is to help you understand the evidence.
You should only ask questions that will help you
clarify what you have heard, rather than
exploring some theory or argument you might have
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witness meant to say or you may think that a
witness has omitted something important by
mistake. In most cases these matters will be
clarified before the witness completes his or her
testimony. If not, you too may ask questions of
the witnesses.

Here is what you may do. Aftera
witness has been fully examined by both sides,
you should write down a short description of your
confusion or the matter that you think was
inadvertently omitted on the pad that you have
and pass your note to the in-court clerk. As
with any question asked by an attorney, | will
review the questions you submit to determine if
they comport with the rules of evidence and the
law of this case. | will also go over the note
with the parties.

I may decide that additional
questions should be asked by the parties or by
me, or | may decide that the witness has
testified as well as he or she can or as fully as
permitted by law and no further questions will be
asked. If | determine that a question is not
appropriate or relevant, I may or may not tell
you what the question is. | will only tell you
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concerning the testimony. If you decide to ask
questions, you should not allow yourselves to
become aligned with any party or attempt to help
or respond to any party with your questions. You
must remain neutral and impartial throughout this
trial and not assume the role of investigator or
advocate.

As | told you, this case will
probably take about four weeks to conclude. From
now until the end of the trial when you go to the
jury room to decide this case, you may not
discuss this case with or offer any opinion about
it to anyone else. This means not with anyone
else on the jury and also not with any other
person, including court personnel. You are
expected to evaluate the evidence independently
until you are told to deliberate as a group.

As the case moves along, you should
keep in mind that evidence can only be presented
a piece at a time. It is common for people, as
they hear parts of a story and as they try to
make sense of it, to draw certain conclusions
about the actors or about the events which go
beyond anything they have actually heard. This
is natural. However, as jurors, you should
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1 resist the temptation to draw conclusions before 1 interruption before trial, there inevitably are
2 you have heard all of the evidence as it may 2 matters that come up that must be heard outside
3 cause you to resist giving fair consideration to 3 of your presence. The purpose of having these
4 other evidence which is inconsistent with 4 hearings without the jury is to ensure a fair
5 conclusions you have already formed. 5 trial. | apologize in advance for these delays
6 Under our system, the Plaintiff 6 and interruptions, and | want to assure you they
7 puts on its evidence and then the Defendant puts 7 occur only to discuss important matters when
8 on their evidence. In order to be fair to all 8 necessary.
9 sides, you should work to keep an open mind until | 9 Is the State ready to present its
10 you have heard all of the evidence. 10 first witness?
11 Until the trial is over, you must 11 MR. SUGGS: We are, Your Honor.
12 avoid any contact with any of the persons who are | 12 THE COURT: Please.
13 participating in the trial. This includes the 13 MR. SUGGS: Your Honor, ladies and
14 parties, the lawyers, the witnesses, and any 14 gentlemen of the jury, the State of Alaska calls
15 persons whom you see in close contact with these | 15 Dr. Fred Brancati as an expert witness.
16 individuals. Do not conduct any investigations, 16 THE COURT: And sir, if you could
17 visit the site of events or research any issue. 17 remain standing behind the witness' chair, we'll
18 Remember that you are to decide the case only on | 18 put you under oath.
19 the evidence presented here in court. 19 FREDERICK BRANCATI,
20 Do not read newspaper articles 20 Having been duly sworn by the
21 about the case or watch or listen to television 21 clerk, testified as follows:
22 or radio news stories about this case until the 22 THE CLERK: For the record, sir,
23 trial is over. Do not read about this case or 23 please state your full name, spelling your first
24 any matters related to this case on the Internet. 24 and last name.
25 |If at any time during the trial you cannot see or 25 THE WITNESS: My name is Frederick
Page 35 Page 37
1 hear a witness or an attorney, please raise your 1 Brancati. Last name is B as in boy,
2 hand and | will correct the situation. 2 r-a-n-c-a-t-i. First name Frederick,
3 If you have a physical or other 3 F-r-e-d-e-r-i-c-k.
4 problem that you would like to bring to my 4 THE COURT: Mr. Suggs.
5 attention, or if you feel ill or need to go to 5 DIRECT EXAMINATION
6 the rest room, please let me know by sending a 6 Q. (BY MR.SUGGS) Good morning,
7 note to the clerk or by raising your hand, and 7 Dr. Brancati.
8 the clerk will deliver the note to me. 8 A. Good morning.
9 | want you to be comfortable as you 9 Q. Wheredoyou live, sir?
10 carry out your important work. Do not hesitate 10 A. [Ilivein Lutherville. It's just
11 to inform me of any problem that you have. And 11 outside Baltimore, Maryland.
12 ladies and gentlemen of the jury, sometimes I'm 12 Q. I wanttothank you for traveling about
13 very focused on the lawyers or on the witnesses, 13 5,000 miles from Baltimore to come here to
14 soif | don't see you raising your hand, 14 testify on behalf of the State of Alaska.
15 Mr. Borneman usually sees you and he lets me know | 15 Have you ever testified in trial
16 butif we don't see you, please don't hesitate to 16 before?
17 say, Judge, | have a question. Judge, I've got 17 A. Justbriefly in a--in a custody case
18 something that | need to give you a note about. 18 for the hospital, but never in anything like this
19 Something like that. If we're not noticing that 19 before.
20 you've got your hand raised, please feel free to 20 Q. Okay. And what is your occupation, sir?
21 interrupt and let us know that. 21 A. I'maphysician and a faculty member at
22 | must warn you in advance that 22 Johns Hopkins University.
23 there may be delays and interruptions in the 23 Q. And has the State retained you as an
24 trial. Although every effort has been made to 24 expert witness to testify about diabetes and
25 deal with matters that may cause a delay or 25 whether or not the use of Zyprexa increases the
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1 risk of diabetes? 1 Q. Andyou graduated magna cum laude,
2 A. They have. 2 correct?
3 Q. And has the State also retained you to 3 A. Correct.
4 testify about whether Zyprexa causes more 4 Q. And then you went to medical school
5 diabetes than other antipsychotic drugs? S after that?
6 A. They have. 6 A. Medical school at Columbia University in
7 Q. Okay. And have you prepared a report 7 New York City.
8 regarding your opinions on those issues and the 8 Q. Andwhat year did you graduate from
9 basis for your opinions? 9 medical school?
10 A. Yes. 10 A. Graduated in 1985.
11 Q. AndIdon't believe you have that report 11 Q. Anddid you then take an internship and
12 with you, do you, sir? 12 residency?
13 A. No, Idon't. 13 A. Yes, | did, at the University of
14 MR. SUGGS: Your Honor, 14 Pittsburgh.
15 Dr. Brancati's report is Plaintiff's Exhibit 15 Q. Inwhat field?
16 10127. I'm not going to be offering it into 16 A. Thatwas in internal medicine.
17 evidence, but counsel have a prior agreementthat | 17 Q. And what is meant by the phrase
18 their respective expert witnesses may have their 18 "internal medicine"?
19 reports with them when they testify for 19 A. Internal medicine is the training ground
20 reference, if necessary. 20 for physicians who practice diagnosis and
21 THE COURT: And that is true? 21 treatment of conditions in -- in adults. Many
22 MR. LEHNER: Yes. 22 trainees go on to careers in organ-oriented
23 THE COURT: And that's the rule 23 specialties like cardiology and pulmonary
24 we'll follow. 24 medicine. | stayed in general internal medicine.
25 MR. SUGGS: Very well, Your Honor. 25 Q. Andyou were in that residency program
Page 39 Page 41
1 Q. (BY MR.SUGGS) Dr. Brancati, before we | 1 from 1985 through 1989; is that correct?
2 talk about your opinions about Zyprexa, I'd first 2 A. Yes, three years of residency and then a
3 like to ask you some questions about your 3 year as a chief resident.
4 background, your training and experience in the 4 Q. What were your responsibilities as chief
5 field of diabetes. S resident?
6 First off, sir, how old are you? 6 A. The chief resident is one of the leaders
7 A. I'm48. 7 of the residency program, making schedules,
8 Q. You're married? 8 teaching, organizing the practice of the
9 A I'mmarried. 9 trainees.
10 Q. Your wifeisadoctor also. Is that 10 Q. And after you completed your residency,
11 correct? 11 did you then go on to get a post-doctoral
12 A, Yes, also at Hopkins. 12 fellowship in internal medicine at Johns Hopkins
13 Q. Thankyou. And you have two children? 13 University School of Medicine?
14 Two 11-year-old girls? Correct? 14 A. Yeah. | was interested in research, and
15 A Twins. 15 so I went to Johns Hopkins for a three-year
16 Q. Andyou grew up in Queens, in New York | 16 post-doctoral fellowship. It was in the division
17 City? 17 of internal medicine and the main attraction was
18 A. Yes, and then Long Island. 18 the ability to train in epidemiology.
19 Q. I believe you went to undergraduate 19 Q. And that was from 1989 through 1992 that
20 school at University of Harvard, correct? Or 20 you were in post-doctoral fellowship?
21 Harvard University? 21 A. That'scorrect.
22 A. Harvard University. 22 Q. Do most physicians in internal medicine
23 Q. Andyou graduated in 1981; is that 23 have such post-doctoral fellowships that they
24 correct? 24 engage in?
25 A. That's correct. 25 A. Many graduates of medicine residency
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programs take special fellowships to train as
cardiologists or pulmonary specialists,
endocrinologists. Relatively few go into
research-oriented fellowships in general internal
medicine prevention, epidemiology.

Q. You went into the research side of it?

A. Yes.

Q. Did you also obtain a master's degree in
epidemiology?

A. Thatis correct.

Q. What is epidemiology?

A. Epidemiology is the study of patterns of
disease in populations with an aim to identify
causes of disease as a means to develop
strategies for prevention. It started in the
field of infectious diseases and that's where the
term epidemics come from. But in the past 30 or
40 years scientists have taken the methods
they've learned from the study of infectious
disease and figured out how to apply it to
chronic diseases like heart disease, obesity or
diabetes.

Q. After completing that, am I correct that
you joined the faculty of John Hopkins
University?
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related to the trials that I'm involved in. And
then the rest of the time is spent on research

and on mentorship of students and junior faculty
and trainees who are interested in research in
diabetes and obesity.

Q. And how many people do you spend -- how
many people do you mentor in their research?

A. lt--it'salot. I'mindirectly
responsible for all 70 faculty in the division,
but in my own area of diabetes and obesity it's
about seven faculty and about an equal number of
post-doctoral fellows and students.

Q. What is the focus of your research?

A. My expertise is in diabetes epidemiology
with an eye towards prevention, so | do
large-scale studies trying to identify risk
factors for diabetes, studying the consequences
of diabetes, both established consequences and
maybe new consequences, and then I conduct
clinical trials either aimed at preventing
diabetes or preventing its long-term
complications.

Q. Okay. And we're paying you a fee for
your -- the time that you spend as an expert in
connection with this case, correct?
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A. Yes, 1992,

Q. Isthe John Hopkins University
epidemiology program well-known around the world?

A. Yeah. It's one of the biggest and
oldest departments around.

Q. And you're presently a full professor of
medicine and epidemiology at John Hopkins and
also director of the Division of General Internal
Medicine; is that correct?

A. That's correct. The -- they'll be mad
at me back in Baltimore if | don't make you put
the S on the end of Johns.

Q. Sorry.

A. That's okay.

Q. Could you tell the jury what percentage
of your time you spend teaching, doing research,
doing administrative matters and so forth?

A. Sure. About four years ago | took a
division director job. So now about 25 percent
of my time is spent doing administrative work for
a group of 70 faculty and trainees and students
to go along with them. So that's about 25
percent of my time. About 5 or 10 percent of my
time is spent in clinical practice, either direct
care based in Johns Hopkins Hospital or care
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A. Yes.

Q. Okay. And where does that fee go?

A. | donate the fee to the university to
support the -- the research mission related to
diabetes and obesity, so --

Q. Do you receive any personal benefit at
all for the fee that we're paying for your
services?

A. 1don't take a lot of money myself, but
| get a lot of satisfaction out of supporting the
diabetes research effort.

Q. Okay. What is a peer-reviewed
scientific journal?

A. Peers -- in science, we use the term
"peer" to mean other researchers at other
universities who are in a position to review our
work, either our grant applications or our papers
in an impartial way and give, you know, candid,
anonymous opinion about the quality of the
science.

So for us the gold standard -- what
| train young people there to do is write
excellent papers, submit it for review to
journals outside the institution. The editors,
if they like the paper, will send it out
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1 anonymously to peer reviewers who look at the 1 you've been a member of national advisory
2 science, look at the paper, and then make a 2 committees?
3 determination as to whether or not it's valid 3 A, Yeah, many.
4 enough to be acceptable for publication and 4 Q. Didthey have to do with diabetes as
5 dissemination. 5 well?
6 Q. Andwhy are the reviews anonymous? 6 A. Yes.
7 A. If they weren't anonymous, the reviews 7 Q. Have you been a consultant for any drug
8 could be quite political. | have a friend 8 companies regarding diabetes epidemiology?
9 somewhere else or | want this other person to 9 A Yes, | have.
10 think highly of me or this individual is sitting 10 Q. Which ones?
11 on areview committee for grants | might put in 11  A. Most recently Pfizer and Novartis.
12 there. There would be a lot of -- there would be 12 Q. Okay. Let'stalk generally about what
13 alot of favor exchanged, a lot of -- people who 13 diabetes is, how it develops and what the
14 are concerned about recriminations. This way 14 complications of diabetes can be.
15 it's perfectly clean. You don't know who's 15 A. Sure.
16 reviewing, and so as a reviewer you can be 16 Q. Firstoff, am I correct there are
17 perfectly candid about whether or not you like 17 basically two types of diabetes, type 1 and type
18 the science. 18 2?
19 Q. And have you yourself published any 19 A, Yes, there are other types that are much
20 articles in peer-reviewed scientific journals? 20 less common. Type 1 and type 2 are the two main
21 A, Yeah 21 ones.
22 Q. About how many? 22 Q. Canyou briefly describe what type 1 and
23 A. About 150. 23 type 2 diabetes is?
24 Q. Of those 150, how many had to deal with 24 A, Sure. Type 1is the less common type.
25 diabetes? 25 About 5 percent of diabetes cases in the U.S. end
Page 47 Page 49
1 A, The majority; 120 or so. 1 up being called type 1. That's the type that
2 Q. Areyou a peer reviewer yourself for any 2 kids and young adults tend to get. They can be
3 scientific journals? 3 quite thin and active. And the problem there is
4  A. Yeah, for many journals. 4 an inflammation of the cells in the pancreas that
5 Q. Forhow many? 5 secrete insulin. Insulin is a key hormone in the
6 A. Fifteen or so. 6 regulation of metabolism. And when those cells
7 Q. And what are national advisory 7 are inflamed, they cease to work, the body loses
8 committees? 8 insulin, glucose levels go up and they get
9 A. Periodically in science, especially in 9 diabetes. That's type 1.
10 clinical research, we're called upon by the 10 Type 2 diabetes also involves
11 federal government or by studies mounted by the 11 elevations in blood sugar and blood glucose, but
12 federal government, the National Institutes of 12 occurs in much different group of people. Type
13 Health, for example, to advise about a variety of 13 2, which accounts for 90 percent or so of the
14 matters. It could be about scientific policy at 14 prevalent cases in the U.S., tends to occur in
15 NIH where the federal government should spend its | 15 middle-aged individuals who are overweight,
16 research money. 16 sedentary. The problem there -- they get high
17 Sometimes it's -- they call upon us 17 blood sugar, but it's not because the pancreas is
18 to review grant proposals so that -- the 18 inflamed and unable to secrete insulin. The
19 scientists at other institutions have ideas for 19 problem with them is that they become
20 science that may cost 200,000, 500,000, $1 20 insulin-resistant. The body is requiring greater
21 million. The question is: Is it worth 21 and greater amounts of insulin just to keep pace,
22 investing? So they would empanel groups to 22 and the pancreas fails to compensate. The
23 advise about that. 23 balance is lost and they get diabetes even though
24 Q. Okay. I think the answer to this 24 the pancreas is making large quantities of
25 question was implicit in your prior answer; but 25 insulin.
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1 Q. Isthere scientific evidence 1 respect to whether or not Zyprexa causes type 1
2 demonstrating that Zyprexa is associated with an 2 diabetes, right?
3 increased risk of type 2 diabetes? 3 A. No.
4 A. | believe there is, yes. 4 Q. And you are not a physiologist, are you?
5 Q. AmI correct that there is not any type 5 A. That's correct, | am not.
6 of evidence linking Zyprexa with type 1? 6 Q. Which means that you're not somebody who
7 A. Thereis some data linking Zyprexa to 7 specializes in conducting studies to evaluate the
8 ketoacidosis, which is one of the hallmarks of 8 mechanisms by which diabetes occurs?
9 type 1, but the bulk of evidence that | found was 9 A. That'sright.
10 in relation to type 2 diabetes. 10 Q. So, for example, you've not done studies
11 Q. Before we talk about the linkage between 11 which would look at -- clamp studies to look at
12 Zyprexa and type 2 diabetes, let's talk in detail 12 whether a drug might affect a pancreas, for
13 about just what type 2 diabetes is and how it 13 example?
14 develops. 14 A. That's correct.
15 And have you prepared some slides 15 Q. AndIalsoam correct in saying that
16 to show the jury that will help us explain what 16 you're not a psychiatrist?
17 type 2 diabetes is? 17 A. That'sright.
18 A. Ihave. 18 Q. Youdon'trun a psychiatric clinic?
19 Q. Okay. The first one is entitled -- 19 A. No, I donot.
20 MR. SUGGS: Hard to hear me or 20 Q. Andyoudon't make the risk-benefit
21 the -- 21 analyses that psychiatrists and other physicians
22 THE COURT: Ladies and gentlemen, 22 might make in deciding whether to prescribe
23 are you having trouble hearing the witness? 23 antipsychotic medications?
24 Thank you very much for moving the 24 THE COURT: Mr. Suggs.
25 microphone. See if that cures it. 25 MR. SUGGS: Your Honor, | think
Page 51 Page 53
1 Q. (BY MR.SUGGS) The first slide that you 1 this goes beyond the scope of what's
2 prepared is called Type Il Diabetes Mellitus. 2 necessary to --
3 Did I pronounce that right -- it's mellitus or 3 THE COURT: Sodo I.
4 mellitus? 4 MR. KANTRA: Just establishing the
5 A. ltcango either way. | say mellitus. 5 boundaries, sir. With that, my only objection
6 It's from words meaning sweet urine. Diabetes is 6 would be that he be offered as an expert witness
7 from a word meaning outflow, and mellitus is from | 7 with respect to type 2 diabetes and not type 1,
8 Latin meaning sweet. That's how in the days 8 since he's not offering that.
9 before laboratories, the condition was diagnosed 9 THE COURT: Any objections to that
10 as sweet-tasting urine or urine that would 10 clarification?
11 attract flies. 11 MR. SUGGS: No, Your Honor.
12 THE COURT: Mr. Suggs, before we go 12 THE COURT: Then I'll recognize him
13 further, | assume you're offering the doctor as 13 as that, as an expert and will be discussing type
14 an expert in the field of diabetes? 14 2 diabetes.
15 MR. SUGGS: Yes, Your Honor. 15 MR. SUGGS: Your Honor, the State
16 THE COURT: Any objection or any -- 16 takes the position that Dr. Brancati is clearly
17 MR. KANTRA: As what? 17 an expert with respect to both types of diabetes.
18 MR. SUGGS: As an expert in the 18 We're offering his testimony about type 2 and
19 field of diabetes. 19 that's essentially -- you've heard all the
20 MR. KANTRA: 1 just have a couple 20 testimony we're going to have about type 1.
21 questions, if | might. 21 THE COURT: Okay. | will recognize
22 VOIR DIRE EXAMINATION 22 him for that purpose.
23 Q. (BY MR.KANTRA) Dr. Brancati, you're 23 MR. SUGGS: Thank you, Your Honor.
24 not here today to offer an opinion with respect 24 THE COURT: Go, on Mr. Suggs.
25 to a reasonable degree of medical certainty with 25 Q. (BY MR.SUGGS) Okay. We were talking
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about diabetes mellitus, and | believe you said
it was originally called sweet water?

A. Sweet urine. That's where the name
comes from.

Q. Sweet urine. You say it was diagnosed
in the olden days by tasting urine?

A. Uh-huh, believe it or not.

Q. Thank you. Glad I didn't have that job.

You note there that type 2 is by

far the most common in the U.S. How common is
it, sir?

A. There -- current estimates is that there
are about 20 million individuals in the United
States with diabetes and about 90 percent of
those, 9-0, are thought to have type 2 diabetes.

Q. Can you track us through the bullet
points and explain what you've prepared for us?

A. As I've said a moment ago, type 2
typically occurs in middle-aged, overweight,
inactive people. The conventional wisdom is that
this is the typical sequence of events. That you
have someone who starts off as a young adult who
is lean and active, and they gradually gain
weight as they go towards middle age. And weight
gain -- because of increased calorie intake and
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fails to compensate. It's still secreting a lot

of insulin, just not enough required for that
individual to keep glucose levels steady. Then
the blood sugar rises and a bit of a vicious
cycle steps in, because as blood sugar rises, the
function of those insulin-secreting cells becomes
less efficient, so they secrete a little less
insulin. A little less insulin, a little higher
sugar; a little higher sugar, a little less

insulin; vicious cycle and then diabetes
develops.

Q. Are there early symptoms of type 2
diabetes?

A. There are.

Q. And did you prepare a slide that shows
what those symptoms are as well?

A. 1did.

Q. What are the early symptoms of type 2
diabetes?

A. So this -- this slide lists a variety of
symptoms. Many people will have some and some
will have all, depending on their particular
circumstances. So one of the cardinal signs is
increased urine production. People will notice
that they're urinating more frequently, that the
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decreased calorie expenditure in the form of
exercise and so weight deposits and then that
weight gain is associated with insulin
resistance.

Q. Sorry. | was going to ask you what
insulin resistance is.

A. Sure, sure. Well, for the body to
maintain a stable label of glucose, the pancreas
serves as a bit of thermostat. It senses the
level of glucose or sugar in the blood. As that
level rises, the pancreas secretes insulin. And
then the response of the body depends on a prompt
response to the insulin-sensitive tissues to that
signal.

What happens is as people gain

weight and reach middle age is they'll develop
resistance to that insulin signal or it will take
more and more insulin to generate the same
response of the body to incorporate glucose from
the blood into the insulin-sensitive tissues like
fat and liver and muscle. As long as the
pancreas compensates by making more insulin, by
sending out more hormone, the balance is
maintained and the glucose levels stay steady.
But unfortunately, in many people the pancreas
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volume of the urine is larger each time they go,
that if they've not been urinating at night, they
might notice they're getting up at night. If
they have been, they might notice that they're
getting up more or the volumes at night are
greater.

As fluid goes through the body,
they become thirsty. The fluid intake -- the
body prompts the person with diabetes to consume
more fluid to stay even and stave off
dehydration.

The other thing that happens
because calories are flowing out in the urine.
Now the sugar that goes out in urine, that's real
calories. It starts to pull calories from the
body, and that will lead to increased hunger as
if the individual had been exercising and burning
calories that way. So people will report
increased hunger and they're eating more, but
ironically they're more hungry, they're eating
more, but they'll have weight loss. Some of that
weight loss is from the calories going out in the
urine. Some of the weight loss is fluid that's
going out being pulled along with the glucose.

As sugar levels rise higher, and as
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1 they become a little dehydrated, they might feel 1 Q. Letme stop you forasecond there.
2 fatigued, malaise, they don't feel right. They 2 That 126 milligrams per deciliter, that's 126
3 don't know exactly what it is. Those are often 3 milligrams of glucose in a certain volume of
4 the complaints that bring them into the doctor's 4 blood?
5 office. A lot of people like the unexplained 5 A. Yes. Adeciliter is a tenth of a liter.
6 weight loss because remember, this is going on in 6 Q. Okay. And what's the second one listed
7 people who are overweight. They often interpret 7 there? The second test?
8 itas an unusually successful diet. 8 A. The second one listed there is used most
9 So they get fatigue, malaise. Then 9 often in research studies. This is a definition
10 as their fluid levels drop, they can become 10 based on an oral glucose tolerance test. This is
11 lightheaded. And the high levels of sugar and 11 used most commonly in clinical practice in the
12 the shifting levels of sugar in the body can 12 United States for pregnant women, otherwise we
13 affect the way the lens of the eye works and lead | 13 don't do many glucose tolerance tests. The idea
14 to blurred vision. 14 there is that if you want to pull out all the
15 Q. Andis it these symptoms that usually 15 stops to make the diagnosis, you don't rely only
16 brings a patient into the doctor's office? 16 on the fasting glucose, because that can hide
17 A. Yes. 17 levels of hyperglycemia occurring during the rest
18 Q. Okay. When they do go to the doctor's 18 of the day after meals.
19 office, how do you go about -- have you prepared | 19 So what's done in the oral glucose
20 aslide showing how diabetes is diagnosed? 20 tolerance test is you give the patient a very
21 A, |Ihave. 21 sweet drink that is very syrupy, about 75 grams
22 Q. Okay. And how do -- how do physicians 22 of sugarinit. They swig that and you measure
23 diagnose type 2 diabetes? 23 the blood sugar just before they drink it, and
24  A. There are at least three ways. And I'll 24 you wait two hours later and measure again. If
25 start at the bottom here because it ties in with 25 they don't meet the fasting criteria for
Page 59 Page 61
1 the symptoms. For someone who comes into the 1 diabetes, they could still meet it in two hours.
2 doctor's office complaining of increased urine, 2 In someone who doesn't have diabetes, two hours
3 thirst, hunger, unexplained weight loss, fatigue 3 after the oral glucose is taken, their blood
4 and so on, all the classic symptoms, if a blood 4 sugar should be less than 200. If it's 200 or
5 test is drawn that shows that the glucose or the 5 greater, that's evidence of diabetes. Diabetes
6 sugar level in the blood is greater than or equal 6 you may not have found just by testing the
7 to 200 milligrams per deciliter, that's a 7 fasting sugar.
8 concentration in the blood and they have these 8 Q. Thankyou. Do you have some slides that
9 typical symptoms, that makes a diagnosis. And it 9 show how the body converts food to sugar and the
10 doesn't matter whether the blood was drawn first | 10 role of insulin in this process?
11 thing in the morning before they ate or late in 11 A, Wedo.
12 the afternoon, after breakfast and lunch. That's 12 Q. Okay. I notice that this slide has a
13 plenty of evidence and that's how most people 13 legend down on the bottom that says, Look Ahead,
14 with diabetes in the United States are diagnosed 14 Action for Health and Diabetes. What's that
15 inclinical practice. 15 mean?
16 There are two other ways to make 16 A. Thiswas aslide | took from one of the
17 the diagnosis in the absence of symptoms. All of | 17 NIH-funded studies that | work on. This is a
18 them rely on blood tests. One is to do a fasting 18 test -- this is a study, ongoing study designed
19 blood test. This is first thing in the morning 19 to determine the long-term health benefits of
20 after fasting for 10 or 12 hours. Under those 20 weight loss in people with diabetes. We have a
21 circumstances, the concentration of sugar, 21 teaching module in the trial for the purposes of
22 glucose in the blood should be less than 126 22 bringing people with diabetes up to date, and
23 milligrams per deciliter. If it's 126 or higher, 23 this is one of the figures that we use.
24 that's evidence for diabetes, even if they're not 24 THE COURT: Doctor, you used the
25 complaining of symptoms. 25 term trial, | think, twice -- | think. You're
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1 not talking about us today, right? 1 stomach. We usually don't think about it much.
2 THE WITNESS: That's correct. In 2 Much of the substance of the pancreas is devoted
3 scientific medical jargon, a trial is an 3 to making pancreatic juices, enzymes that help
4 experiment in humans, and typically the design is 4 digest foods, especially fat. But if you slice
5 you take a group of people at risk for some 5 it and look under a microscope, you see small
6 complication. In the case of Look Ahead, we have 6 islands of cells.
7 people with diabetes at risk for heart disease. 7 They're actually called islet
8 We flip a coin and assign half the study 8 cells. And they're the insulin-secreting cells
9 participants to one condition. In this case, 9 of the pancreas. They're very well-positioned to
10 it's just their usual care. And we flip a coin 10 sense the levels of sugar in the blood and so
11 and assign the other group of individuals to 11 they're poised to respond quickly. When the
12 another question and Look Ahead, it's intensive 12 sugar level goes up, the insulin secreted by the
13 coaching about weight loss. 13 pancreas -- the insulin goes all over the body
14 And then the trial component, you 14 through the blood supply. And it specifically
15 follow both groups forward over time and you look | 15 triggers three types of tissue to take sugar or
16 for systematic differences in the occurrence of 16 glucose out of the blood and into that organ.
17 those complications. 17 And those insulin-sensitive organs are liver,
18 THE COURT: Thank you. 18 muscle and fat, fat all over the body.
19 MR. SUGGS: Thank you, Your Honor. 19 Q. How s itthat insulin regulates the
20 Q. (BY MR.SUGGS) This chart shows at the | 20 activity of sugar or the presence of sugar?
21 top, food in the form of carbohydrates going into 21 A. For these three types of organs, sugar
22 the stomach and then apparently getting converted | 22 can't get into -- can't get from the bloodstream
23 tosugar. 23 into the organ without insulin more or less
24 Is it only carbohydrates that are 24 unlocking the door.
25 used by the body to make sugar? 25 Q. Do you have aslide showing that?
Page 63 Page 65
1 A, Weshow carbohydrates here because 1 A. Oh,yes. Yes, Ido. So,in fact,
2 that's the constituent of the diet that's most 2 here's the lock and the key. These are fat
3 directly converted to glucose, but the liver, 3 cells, a rim of cell, and then a big fat droplet
4 part of the liver's job in the body is to be a 4 on the inside. This is sort of the way they look
5 clearinghouse for all different types of food 5 under the microscope. And even if there's sugar
6 substances. And part of what the liver does is 6 bathing that tissue, it won't go in unless
7 it can take protein, convert it to carbohydrate; 7 there's insulin there to send a signal to the
8 take carbohydrate, convert it to protein; convert 8 cell to actively take the sugar from the
9 both of those to fats. That's the liver's job 9 bloodstream into the fat cell. If there's no
10 but we just show carbohydrate here as an example. | 10 insulin circulating, as in kids with type 1
11 Q. Canyou walk usthrough the chart 11 diabetes, who get inflamed pancreases, that's a
12 starting at the top, and how the body processes 12 problem where sugar will build up in the
13 food. 13 bloodstream and cause diabetes.
14  A. Sure. So this is north in the body. 14 In people with type 2 diabetes,
15 This is south, so people eat food, it goes into 15 there's plenty of insulin floating around. The
16 the stomach. It's acted on by digestive enzymes 16 trouble is some of the keyholes are blocked and
17 and for carbohydrates that releases a lot of 17 it doesn't signal properly and the sugar backs up
18 sugars into the blood system. So this tube here 18 into the blood supply for that reason.
19 represents the blood system around the gut. The 19 Q. Andwhatis it that makes those cells
20 S'srepresent molecules of sugar or glucose. The 20 resistant to insulin?
21 1 represents molecules of insulin. 21 A. That's agreat question. There's still
22 When sugar is released into the 22 alot of active research on that but we know a
23 bloodstream, that signals the pancreas to act. 23 lot more than we did ten years ago. When | was
24 This is the pancreas, it's about the size of your 24 coming through training, the thought was that,
25 fist, and it sits back behind the pit of the 25 for example, fat tissue was really inert. It was
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1 just a storage depot, just a place to keep energy 1 A. Yes, inthe majority of cases, those
2 in the form of fat and, you know, wasn't 2 elevations of blood sugar in middle-age,
3 otherwise very active in regulating the metabolic 3 overweight individuals is related to the insulin
4 machinery of the body. 4 resistance.
5 Now we know that the fat cells 5 Q. Is--when the blood has higher levels
6 secrete a variety of hormone-like substances, 6 of sugar in it than normal, is that referred to
7 small molecules called adipocytokines. They flow | 7 as hyperglycemia?
8 out of the fat cells into the blood. They 8 A. Yeah, hyperglycemia can refer to
9 circulate around the body and they change a 9 increases in blood sugar across a whole range.
10 variety of things. They can change behavior. 10 So, for example, in the general population a
11 They can influence appetite. They can influence 11 normal level in a middle-age adult might be 85 or
12 the way the liver responds to insulin levels. 12 90. For that individual, if they go from 85 to
13 They can affect the way the fat cells themselves 13 90 to 105, they're showing some degree of
14 respond to insulin. 14 hyperglycemia because it's high compared to where
15 So there's intense interest now in 15 they were or it's high compared to a normal
16 identifying those molecules, and there are many 16 population.
17 of them, in an attempt to develop drugs that 17 By the same token, if you talk to
18 might influence the way fat leads to insulin 18 an endocrinologist, 105, that's great control for
19 resistance. 19 someone with diabetes. Hyperglycemia in kids
20 Q. So weight gain, is that related to 20 with diabetes might be 300 or 400. It all
21 insulin resistance? 21 depends on where you're starting. Hyper,
22 A. Yeah. Soalot of evidence from a 22 depending on the study or setting, means higher
23 variety of sources that weight gain or adiposity 23 than expected or higher than before or too high
24 itself -- people who are already overweight or 24 for safety.
25 obese, that those individuals are much more 25 Q. I've heard doctors sometimes talk about
Page 67 Page 69
1 likely to have insulin resistance than leaner 1 signs and symptoms. What's the difference
2 individuals. 2 between the sign and the symptom?
3 Q. Okay. And is it fair to say that if the 3 A. Asymptom is a complaint, so that
4 body becomes insulin resistant, the sugar that's 4 depends on the judgment of the patient. And
5 in the bloodstream does not make it into the fat 5 given the same sort of physical conditioning --
6 cells and just remains circulating in the 6 physical condition, two patients may have very
7 bloodstream? 7 different symptoms. Someone who is very stoic
8 A. Exactly. So that's what's thought to 8 will have no symptoms even if they're having
9 happen when you see blood sugars rise from the 9 terrific metabolic derangements.
10 normal range, which might be in the 80 to 90 10 A sign is something objective
11 range. And they -- they rise -- they can rise to 11 measured by the physician. Could be a physical
12 100, 105, 110 as -- still not in diabetic range, 12 sign, something they find on exam. The skin is
13 but now in that 100 to 125 range which we call 13 dry, the membranes of the mouth are dry and make
14 impaired fasting glucose. Those are individuals 14 a diagnosis of dehydration, or could be -- it
15 who seem to be on their way to getting diabetes, 15 could be from examining the chest with a
16 and it's a high-risk group that's been targeted 16 stethoscope. Those sorts of things are signs.
17 by public health agencies and the federal 17 Q. Okay. And is hyperglycemia a sign of
18 government in diabetes prevention strategies. 18 diabetes?
19 Q. Earlier you were talking about the 19 A. Yes. Soyou can also have signs that
20 diagnosis of diabetes by looking at the blood 20 are obtained by laboratory assessment, kind of an
21 levels of sugar. Is it fair to say that those 21 extension of the senses of the physician.
22 elevated blood levels then are the result of 22 Q. Andifyou see hyperglycemiain a
23 insulin resistance, such that the sugar doesn't 23 patient -- you had some levels before there that
24 go in the blood cells and is staying in the 24 were diagnostic for diabetes. If you see
25 blood? 25 hyperglycemia at those levels, is that a sign for

18 (Pages 66 to 69)



Page 70

Page 72

1 anything other than diabetes? 1 blood vessel disease we can see in vessels --
2 A. No, unless they happen to be in the 2 vessels we can see with the naked eye. We can
3 hospital and have glucose running intravenously 3 see the disease with the naked eye. So when we
4 and have some external source of blood sugar then 4 go to medical school and we dissect, we learn.
5 inclinical practice it's really diabetes 5 We can see the vessels of the heart, the coronary
6 mellitus. 6 arteries; we can see the vessels that lead to the
7 Q. Thankyou. So would it be fair to say 7 brain, the carotid arteries; and the vessels that
8 that if you did a randomized study where you gave 8 lead to the leg, the femoral arteries. And
9 one group of patients a particular treatment and 9 macrovascular disease is the term that diabetes
10 after that they then showed -- that group showed 10 researchers use for what other physicians and
11 hyperglycemia, what would you -- what would you | 11 researches call athersclerosis or blockage of the
12 take from that? 12 arteries from cholesterol deposits, inflammation
13 A, Ifit's hyperglycemia in the frankly 13 and superimposed clot.
14 diabetic range, 126 or greater, then I'd conclude 14 Q. Andis there ahigher incidence of
15 that the drug is provoking episodes of -- of 15 macrovascular disease in diabetes?
16 diabetes. Ifit's -- if it's hyperglycemia, 16 A. Yes, there sure is. Macrovascular
17 still in the nondiabetic range, it would make me 17 disease can occur and does occur in people
18 worry that the drug is pushing individuals from a 18 without diabetes. The trouble with -- the
19 normal state to insulin resistant to impaired 19 problem for people with diabetes is that they
20 fasting glucose on the way to diabetes, but maybe | 20 have a much accelerated process compared to
21 not yet. 21 nondiabetic individuals. They are at much higher
22 Q. We talked about how hyperglycemia occurs | 22 risk.
23 in diabetes. Why do we care if somebody is 23 Q. Anddo we know why that is?
24 hyperglycemic? What's the result of having too 24  A. Alot of different theories, but like
25 much sugar in the blood? 25 everything else related to diabetes, it's
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1 A Well, I mentioned some of the short-term 1 multifactorial. Some of the theories have to do
2 problems which could be troublesome, but the real | 2 with modification of the cholesterol which is
3 problems is with diabetes in general type 2 3 involved in creating the blockage so that it's
4 diabetes, in particular, are the long-term 4 more likely to deposit. Another line of
5 vascular complications, the damage to the large 5 reasoning has to do with inflammation inside the
6 and the small vessels in the body. 6 body, really around the body in such a way that
7 Q. Doyou have achart or slide rather, 7 the -- that the smooth lining of the blood vessel
8 that summarizes that? 8 is damaged or creates an area for deposition of
9 A Ido. 9 cholesterol.
10 Q. Actually, before we get to that -- | 10 Another theory has to do with the
11 take it back, let's go right there. 11 effects of high blood sugar on platelets, the
12 This slide that you prepared is 12 small elements in blood that are involved in
13 entitled, Diabetes Leads to Long-term Health 13 forming clots. So there's a variety of different
14 Problems and Death by Damaging Blood Vessels. | 14 pathways to atherosclerosis.
15 And you've got two headings in there. The first 15 Q. You've used the term atherosclerosis now
16 is macrovascular disease. 16 acouple of times. Do we have a chart or
17 Can you explain what you mean by 17 actually a picture that shows that process?
18 that phrase macrovascular disease? 18 A. Wedo.
19 A, Well, let me make the contrast between 19 Q. Canyou tell us what this depicts?
20 macro and micro. Macro is a prefix that means 20 A. Sure. Sothisis a cross-section of,
21 big or visible to the naked eye in this case; 21 say, a coronary artery. So this would be if you
22 micro means small or too small to be seen by the | 22 have the artery like this and snip it and look at
23 naked eye. You need a microscope. And vascular | 23 it down longways into the opening. This is what
24 means blood vessels, or the tubes that carry 24 you'd see in a normal vessel. Three layers of
25 blood. So macrovascular disease is the type of 25 tissue here, the endothelium here and the blood
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1 would pass through the lumen or the open part. 1 Q. Okay. And can this atherosclerosis
2 You see here it's nice and clear and the blood 2 occur anywhere in the body?
3 can pass through at high speed. 3 A. ltcan occur anywhere. We're most
4 What happens in atherosclerosis is 4 concerned about when it occurs in crucial
5 that there's damage to that lining, to that 5 vascular beds, the blood vessels that lead to key
6 endothelium. And then inflammation around it. 6 organs. The three most important and commonly
7 That brings inflammatory cells to the area, cells 7 affected are the brain. When you get this in the
8 that attract cholesterol and various other 8 vessels that lead to the brain, you can get
9 material. The cholesterol begins to deposit, 9 stroke. When it occurs in vessels that feed the
10 first at the inflamed site and then all around 10 heart, you get heart attack and when it occurs in
11 the vessel. You can see as this plaque forms, 11 vessels that go to the legs, first you can get
12 this area of gunk underneath the endothelial 12 claudication, pain with walking, but then that
13 lining, the lumen, the open part of the vessel 13 can progress all the way to gangrene and the need
14 Dbegins to contract markedly. Now whatever is 14 for limb amputation.
15 downstream from that vessel is at risk because 15 Q. Okay and did you bring some slides that
16 the body can't deliver blood and oxygen and 16 show atherosclerosis in the heart?
17 nutrients to the same extent as before. 17 A, ldid.
18 This might be the case in someone 18 Q. Will you turn to that next. Can you
19 with chronic stable angina. So take someone who | 19 describe for the jury what this depicts?
20 says that when they're at rest they feel fine. 20 A. Sure. Here are some of the -- here's
21 They go up one flight of stairs, they're okay. 21 the heart and this is the meaty part of the
22 Try two or three flights, they get short of 22 heart, the chamber that does the pumping, and it
23 breath, chest discomfort, they get winded. That 23 has three main vessels that feed it. And here's
24 would be the circumstance here. They can only 24 adiagram of one of those vessels and this shows
25 deliver so much blood and oxygen to the heart. 25 the development of atherosclerosis in the vessel.
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1 Assoon as they're below that requirement, 1 Now, instead of looking at the vessel end on,
2 they're okay. As soon as they push beyond it, 2 it's been unroofed and you're looking along the
3 they get symptoms. 3 long axis of the vessel and this is what you
4 That's bad; but this is worse. 4 could see with the naked eye. You'd see this
5 Here's the plaque and now there's a plug of clot 5 yellowish, cholesterol-laden plaque constricting
6 right over it. This is what happens in someone 6 the lumen or the open part of the vessel. And in
7 who has a heart attack, or the technical term is 7 this diagram there's a clot there. So this is
8 myocardial infarction. They're feeling fine, 8 what we see in someone who's had a heart attack.
9 they're going about their business and then all 9 Q. Andin that vessel there, I've heard
10 of a sudden, maybe without any particular 10 some people -- my father had a coronary artery
11 exertion or change in their circumstance, sudden | 11 bypass. Was that this type of process that was
12 crushing chest pain, shortness of breath, 12 involved in it?
13 sweating, collapse. That's because all blood 13 A. Sure. Once there's aclot, there's a
14 flow is suddenly stopped because of this clot 14 heart attack and there -- and the horse is out of
15 that's now plugged the vessel and leading to 15 the barn a bit. But before there's a clot, the
16 death of the downstream heart muscle. 16 individual may be having symptoms with exercise;
17 Q. Why does aclot form? 17 but at rest is doing okay. They get evaluated
18 A. Partofit, as the plague forms and the 18 and the cardiologist finds several blockages, but
19 inflammation occurs, it begins to attract 19 the blockages are close to the beginning of the
20 platelets, the cells that form clot. And as -- 20 arteries and downstream things look clear. In
21 as that inflammation progresses, the risk of clot 21 that circumstance one can take a mechanical
22 gradually increases. Also the space inside the 22 approach to the -- to the blockage. One
23 vessel is contracting, so if there's any clot 23 mechanical approach is to bypass it; take part of
24 that starts to form, it doesn't take long for it 24 the vein from a leg, hook it up upstream from the
25 to fill up the remaining space. 25 clot, downstream from the clot, just bypass.
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1 That's what a coronary artery bypass surgery is, 1 And then you typically see this wedge-shaped
2 or coronary surgery is. 2 triangular area of stroke or death because all
3 Another approach is to lead a small 3 the branches of the vessel downstream will be
4 plastic catheter tube from the leg, up into the 4 occluded and the part of the brain fed by those
5 vessels, back into the vessels, and then inflate 5 vessels will die.
6 a balloon inside the blocked area. The balloon 6 Q. Okay. And I believe you said also that
7 presses the plaque up against the side walls of 7 this type of atherosclerotic process can also
8 the vessel, opens it up more. That's 8 affect limbs; is that correct?
9 angioplasty. And typically today, following 9 A. That's correct, especially the legs.
10 angioplasty there's stenting, which is the 10 Q. Anddo we have a diagram that shows that
11 placement of a small metal coil or mesh in the 11 as well?
12 area that's been ballooned to keep it open. 12 A. Wedo.
13 Q. Yousaid this type of process could 13 Q. Tell uswhat is shown on these pictures.
14 resultin a heart attack. I've also heard the 14 A, Here'sthe leg. Here's the femoral
15 expression myocardial infarction or MI. Isthere | 15 artery. This is if your doctor's ever felt for
16 any difference there? 16 the pulse down in the groin, they're feeling up
17 A. All the same. 17 here. They're feeling the pulsation through that
18 Q. Inthe myocardial infarction or the 18 artery. It's a big one. Normally it's wide open
19 heart attack, is that where the blood vessel gets 19 and it needs to convey a lot of blood and
20 plugged up with the clot like we saw in the other | 20 nutrients, but the leg is a big chunk of tissue
21 diagram? 21 and quite active. When atherosclerosis occurs,
22 A. Exactly. And then everything downstream | 22 there's blockage of that big vessel. It's big
23 from that -- from that plaque and clot is at risk 23 enough that there's no -- the first people will
24 and will be initially stunned and then deprived 24 get is pain or limping or cramping with exercise.
25 of blood and oxygen, will actually die off and 25 So someone will say, when I'm at rest, it's fine,
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1 scar. 1 when I'm walking slowly for a block, it's fine
2 Q. Okay. You said that also this process 2 but if I walk two blocks quickly, my legs will
3 can result in problems with the brain. 3 cramp up. I'll get pain in the calves and | have
4 Do you have a slide showing that as 4 to rest for five minutes, then | can walk again.
S5 well? 5 Q. Whatis the end stage of this particular
6 A. ldo. 6 problem in the leg?
7 Q. What does this slide depict? 7 A. The problem here is that the leg
8 A. So here's a cross-section of the brain. 8 gradually becomes more and more ischemic. It's
9 This is the neck and the ears and the head. The 9 getting less and less blood and less and less
10 carotid artery comes from the heart, from the 10 oxygen. And that -- that predisposes to
11 aorta down here. There are two main carotid 11 infection and infection can be very severe if the
12 arteries, one on each side of the neck. You can 12 blood -- if the body is unable to deliver oxygen
13 feel if you press, the pulse here. That artery 13 and nutrients and inflammatory cells to the
14 tends to develop atherosclerosis. When it does, 14 involved area. As the blood supply is closed
15 it can cause trouble in two ways. 15 off, there could even be death of the tissue
16 One is that if clot forms on top of 16 downstream. So death of tissue due to lack of
17 the plaque, the brain downstream from the 17 blood is called gangrene. There's dry gangrene
18 carotid -- down from the blockage will die and 18 when there's no infection involved and it's just
19 that's called a stroke. So that can happen 19 lack of blood and oxygen that kills the tissue;
20 either because of a blockage down here or it can 20 it's called wet gangrene when there's an active
21 happen because a small clot forms, blood clot can | 21 infection along with the compromised blood
22 pass here, but the clot breaks off, runs upstream 22 supply.
23 and lodges in the smaller vessel there. 23 Q. Anddo you have a picture of the dry
24 Or a part of the plaque runs here, 24 gangrene?
25 runs downstream and lodges in the smaller vessel. | 25 A. |do.
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1 Q. Andwhatis this picture showing? 1 leg. Itturns out to be the leg that's affected
2 A. Thisis the foot of someone with 2 because those nerves are the longest. They go
3 diabetes. You see here the tips of the toes and 3 from the spinal cord all the way down to the leg.
4 in this case the entire toe has essentially just 4 So they're more vulnerable to lack of blood
5 died, turned black, and gradually worn -- worn 5 supply, oxygen and nutrients. Neuropathy can
6 away because of lack of blood supply. 6 first lead to pain in the absence of any sort of
7 Q. Okay. So we've now talked about 7 pressure. For example, the type of pain that
8 atherosclerosis in the big vessels that can 8 people get with shingles, it's a nerve pain.
9 impact the heart, the brain and the limbs. 9 Very troublesome. Then there also could be
10 Have we covered the macrovascular 10 sensation loss, which is ironic given they could
11 side of the problem? 11 have pain but also lose a sensation. So the big
12 A, Yes. 12 worry in people with severe diabetic neuropathy
13 Q. Okay. Let's go back and take a look at 13 s they'll step on a nail and not notice it until
14 the microvascular side of this. 14 the foot's infected. So the sensation loss can
15 This is the slide we looked at 15 be that profound.
16 earlier. But could you focus on the 16 And then the sensation loss, the
17 microvascular portion of the slide and describe 17 risk of trauma and injury to the leg and the
18 for us what is involved in microvascular disease? | 18 likelihood they may not find infections early
19 A. Sure. Macro is you can see with the 19 when they h