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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA, ) '
) FILED It CPEN OZ“"
Plaintiff, ~14-0
o | Date:—f/—i———f"‘
VS. ) c . )7‘4 g
)
ELI LILLY AND COMPANY, )
) Case No. 3AN-06-5630 CIV
Defendant. )
)

PLAINTIFF’S OPPOSITION TO ELI LILLY AND COMPANY’S MOTION TO
STRIKE TESTIMONY OF R. DUANE HOPSON, M.D.

Defendant’s motion is meritless and should be summarily denied. The court
should, at this point, consider whether Lilly should be subject to Rule 11 sanctions for
filing its meritless motion for the following reasons:

] Lilly and its motion objects to plaintiffs having a elicited expert testimony
from Dr. Hopson. However, during the course of Dr. Hopson’s cross-
examination, defendant through its counsel, Nina Gussack, elicited sixteen
expert opinions from Dr. Hopson.

L Defendant attempts to mislead the court by falsely implying that the
conduct of plaintiff’s counsel was improper. The testimony elicited from
Dr. Hopson by Mr. Allen was to the effect that he and Mr. Allen had never
met and that testimony was both truthful and accurate. To suggest that the
State is not permitted to speak with a State employee with respect to his
forthcoming testimony is absurd. Further, counsel claims, without basis,
that there was an “intense preparation” when, in fact, counsel has no
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knowledge of what occurred within a meeting that is protected by the
attorney/client privilege.

Facts

First, it should be noted that with respect to Dr. Hopson, Lilly’s counsel in

opening statement baited the State as follows:

And the question you should be asking yourself is: What
physician is the State of Alaska bringing to this courtroom to tell us
how the State got bamboozled? Because I didn’t hear anything
about anybody coming from the physician, no psychiatrist coming
from the State to tell you how they were fooled by Lilly’s label,
about how it was misleading.

That’s because the State is not bringing any doctors from
Alaska to court to tell you that they were misled, that the label’s
inadequate or that they were tricked into prescribing Zyprexa.

Lilly is going to bring you the doctor from Alaska. In fact,
you might think of him as the head doctor for Alaska, Dr. Duane
Hopson, because Dr. Hopson is a psychiatrist. He is the president of
the Alaska Psychiatric Association. He is also the medical director of
the Alaska Psychiatric Institute, the only state-run psychiatric
hospital in Anchorage, and he is an employee of the State of Alaska.
And Lilly will bring Dr. Hopson to court.

You might think that the State would have brought him as a
witness in their case, but they won’t and we will.

And Dr. Hopson will tell you that he and others on his staff
use Zyprexa regularly to treat patients at the Alaska Psychiatric
Institute, and he will tell you that he has and continues to prescribe
Zyprexa to patients right here in Alaska.

He’s also going to tell you that Alaska has no restrictions, no
restraints on the use of Zyprexa. Two years this lawsuit has been
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pending and for two years the State has no imposed any restriction,
any restraint, any limit on the use of Zyprexa. Does that sound like
somebody who has been bamboozled? If they had a complaint two
years ago, you need to be asking yourself, I think, well, why haven’t
they done something?

Lilly’s argument to the jury is of course that the State is fearful of calling Dr.
Hopson because his testimony would be unfavorable to the State. Having asked the jury
to draw this inference, Lilly then tried, behind the jury’s back, to prevent the State from
calling Dr. Hopson. It is a novel trial tactic to ascribe a motive to the State for failing to
call Dr. Hopson while petitioning the court to prevent the State from meeting Lilly’s
challenge.

The court, after extensive argument by the parties, decided to allow the State of

Alaska to call Dr. Hopson.

107 Lilly has violated Miller v. Phillips and local procedure to the State of
Alaska’s prejudice.

In its motion, Lilly complains that expert opinion testimony was elicited from Dr.
Hopson. Lilly is correct. Counsel for Lilly, Nina Gussack, elicited at least sixteen
separate expert opinions from Dr. Hopson during the course of the taking of his
testimony on March 12, 2008. Those expert opinions do not relate to Dr. Hopson’s
testimony on direct and those opinions relate solely to Lilly’s claimed defense. Expert

opinions elicited from Dr. Hopson by Ms. Gussack include the following:
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Q; You would agree with me, wouldn’t you that there is no one
medication that will be effective for all of those patients?

A: Correct.

Q:  And you believe it’s important to have a variety of choices of
medications to treat seriously mentally ill patients don’t you?

A:  Absolutely, yes.
[Tr. 160, lines 7 thru 14, Vol. 8, Transcript of Proceedings, March 12, 2008]

Q:  You would agree with me, wouldn’t you, Doctor, that no
mediation can help any patient unless they are taking it, unless
they’re compliant with their mediation, correct?

A: Correct.
[Tr. 161, lines 6 thru 10]

Q: Okay. And you would agree with me, wouldn’t you, that one
of the most significant challenges in treating seriously mentally ill
patients is having them become — is having them stay compliant with
their medication regimen, isn’t it?

A: Yes.

Q: So when a medication like olanzapine is demonstrated to have
longer duration of patients staying on it, that’s an important finding,
isn’t it?

A: Yes.
[Tr. 162, line 2 thru 13]

Q: Doctor, before I forget, there was — Mr. Allen made reference

to mood, thought and behavior as bases for prescribing Zyprexa.
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You would agree with me, wouldn’t you, that the reference to mood
is related to bipolar disorder or bipolar disease, isn’t it?

A: Yes.

Q:  And you certainly describe for us, I think, in a very extensive
and compelling way that the acute schizophrenic patient has many
behavioral disturbances, don’t they?

A: Yes.

Q:  And, in fact, a bipolar patient, a manic bipolar patient has
behavioral disturbances as well, don’t they?

A: Yes.
[Tr. 163, line 21 thru Tr. 164, line 11]

Q:  And you have always believed — you personally, that there
was an increased incidence of weight gain and blood glucose
elevations with patients on Zyprexa as opposed to the other atypical
antipsychotics; isn’t that right?

A:  Yes. We began seeing that, I believe that.
[Tr. 171, lines 8 thru 14]

Q:  Okay. So in 1999 it wouldn’t surprise you that an article
about Antipsychotic Induced Weight Gain, a Comprehensive
Research Synthesis would be published and describe the effects of
antipsychotics on body weight — excuse me — correct?

A: That’s correct.
[Tr. 176, lines 16 thru 22]

o Q: Of all the sources of information that you have about a
FELDMAN ORLANSKY . . . . e »

&QMDM medication, is the sales representatives’ information the most
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valuable or somewhere towards t he bottom of the continuum of
information?

A: I think I would consider it extremely valuable, and I — you
know, would expect that it would be timely and accurate.

[Tr. 178, lines 7 thru 14]

Q:  And it says here that assessment of the relationship, if you’ll
see the second sentence — between atypical antipsychotic use and
glucose abnormalities is complicated by the possibility of an
increased background risk of diabetes mellitus in patients with
schizophrenia and the increasing incidence of diabetes mellitus in
the general population.
So, let’s just break that down for a minute. You would agree, sir,
that the patients with schizophrenia are at increased risk for diabetes
regardless of medication?
Al Yes.

[Tr. 190, lines 8 thru 20]

Q: And you would agree that there is an increasing incidence of
diabetes in the population at large?

Az~ Yesi
[Tr. 190, lines 21 thru 24]

Q: In fact, there are those who have called it an epidemic of
diabetes, correct?

A: Yes.

[Tr. 190, line 25 thru Tr. 192, line 2]
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(0 Of course we know that there’s equally challenging of the
American population an epidemic of obesity as well?

A: Correct.

[Tr. 191, lines 3 thru 6]

Q:  And you tell us that you were well aware of the connection
between being obese or overweight and the risk of diabetes?

A: Yes.

Q:  There are a lot of things going on that make it hard to figure
out what causes diabetes, isn’t there?

Ay Yes:
Q:  Particularly in a patient with schizophrenia?
A: Yes.
Q:  Now, it goes on to say: Given these confounding pieces that
we’ve just talked about, the relationship between atyplcal
antipsychiotic use and hyperglycemia-related adverse events is not
completely understood.

You’d agree with that, wouldn’t you, sir?
A: Yes.
[Tr. 191, lines 7 thru 25]
Q:  Okay. Now, if we go to page 7 of that warning regarding
hyperglycemia and diabetes mellitus, at the top of the page it says:
At that time, in the September, 2003 label, that precise risk estimates

for hyperglyciemia-related adverse events in patients treated with
atypical antipsychotics are not available, okay.

State’s Opposition to Motion to Strike Testimony of R. Duane Hopson Case No. 3AN-06-5630 CI
State of Alaska v. Eli Lilly and Company Page 7 of 14




And it goes on to say: The available data are insufficient to
provide estimates of differences in hyperglycemia-related adverse
event risk among the marketed atypical antipyschotics.

So, from this language in the warning of September, 2003,
what physicians were being told is, there’s insufficient information
to make distinctions between the various atypical antipsychotics,
correct?

A: Yes.
[Tr. 192, lines 1 thru 18]

III.  The vast majority of the testimony elicited by the State from Dr. Hopson was
factual in nature.

A review of Dr. Hopson’s testimony, which Lilly’s counsel apparently has not
done, reveals that the information elicited from him was primarily factual and related to
how patients were treated at Alaska Psychiatric Institute and the reasons for that
treatment, particularly with respect to the use of atypical antipsychotics.

Further, the following bench discussion occurred immediately preceeding the
doctor’s testimony with respect to the use of atypical antipsychotics:

Ms. Gussack: We object to opinions being elicited from the witness
who plainly has not been identified as an expert on the subject -

Mr. Allen: I'll ask him as a fact. (Emphasis added)

The Court: You can — I'm not going to let you ask him as an expert
per expert, but he can be asked questions as a hybrid witness that —
in describing what he does as his work, he can explain things to
the jury and explain how those things affect him in his work.

m”;“s':,?;;"‘” (Emphasis added) (End of bench discussion)
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[Tr. 76, lines 9 thru 21]

Thereafter, Mr. Allen followed the court’s instruction and a reading of the full
transcript makes it clear that the testimony offered “describes what thedoctor does at
work.” Immediately following the bench discussion with the court, Mr. Allen begins as
follows:

Q:  (By Mr. Allen) Doctor, occasionally we’ll have these
interruptions and that’s fine. Iapologize.

Doctor, do you, as a practicing psychiatrist at the Alaska
Psychiatric Institute, is a warning in the package insert, in general,
and on Zyprexa, in particular, important to you? (Emphasis added)
At Yes,
[Tr. 76, line 22 thru Tr. 77, line 4]

Thereafter, defense counsel’s objections are sparse. However, the court is
scrupulous in its instructions to counsel and the jury so that the jury understands that the
testimony being given relates to Dr. Hopson’s practice at the Alaska Psychiatric Institute.
For example, Ms. Gussack complains:

Ms. Gussack: This is plainly improper to have opening statements by
counsel be used. It’s not evidence in this case (Ms. Gussack
objecting to her own opening statement.)

The Court:  Well, that’s not evidence but his testimony — I mean, I
assume he’s going to ask him if he agrees and that’s something he

does. Actually, I don’t want you to ask him if he agrees, | want you
to ask him if it’s something he uses in his practice.

State’s Opposition to Motion to Strike Testimony of R. Duane Hopson Case No. 3AN-06-5630 CI
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[Tr. 78, lines 17 thru 25]
The court is again making it clear that the doctor’s testimony relates to “something
he uses in his practice”.
Ms. Gussack objects again:
Ms. Gussack: Objection, eliciting an opinion from Dr. Hopson here.

The Court: I’ll allow that, because I think it’s within his medical
expertise and as part of a doctor explaining things.

Q:  (ByMr. Allen) Is diabetes bad for you, Doctor?
AT Y e
[Tr. 81, lines 18 thru 24]
Thereafter, the court continues to make sure that counsel and the jury understand
that testimony being given by Dr. Hopson relates to his practice as follows:

Ms. Gussack: I think the question just posed really is a Phase 2
question; it’s a damage question. And haven’t been given
opportunity to obtain the information that would allow us to have
cross-examination on this issue.

The Court: I’'m going to over-rule that objection, but I want you to
establish that he’s got sufficient information to ask that question. In
other words, I've got concerns about whether — what the basis is
going to be and where this is coming from and whether it’s — if it’s
coming from his practice, personal practice, I'll allow him to
answer the question if it’s coming from the literature, he becoming
an expert — (Emphasis added)

[Tr. 106, lines 9 thru 23]

State’s Opposition to Motion to Strike Testimony of R. Duane Hopson Case No. 3AN-06-5630 CI
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In response to the court’s concern, Mr. Allen thereafter asks his next questions,

which clearly relates to Dr. Hopson’s practice at A.P.1. as follows:
Q:  In your professional judgment, do you believe that the
protocol that you have now is a better protocol for patients’ health
than it used to be?
A:  Ido.
Q:  And why is that?

A:  Because I think with our current understanding of the risks,
we are better equipped to monitor for the potential side effects.

[Tr. 108, lines 3 thru 12]
And finally, at the end of Dr. Hopson’s testimony, Mr. Allen continues to make it

clear that he is referring to the doctor’s personal practice at A.P.I. with the following

question:
Q: Doctor, based upon your personal experience and practice, do
you believe prior to the time that you learned what you know about
Zyprexa — and it’s much difference today than it was even a year
ago; is that true?
A: Yes.
Q: Do you believe patients who are placed on Zyprexa develop
diabetes who otherwise would not have developed diabetes if you
knew then what you’ve been told now?
A: I think there are.
Ms. Gussack: Objection — I said objection. For the reasons we
e expressed earlier.
500 L STREET
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t1he Court: That’s over-ruled.
[Tr. 151, lines 4 thru 17]

Ms. Gussack made no other objections during the course of Dr. Hopson's
testimony relating to Lilly’s claim that “improper opinions” were being given. It is clear
that counsel’s objections were not well-founded and each objection was handled
appropriately by the court. Further, Mr. Allen was careful to comply with the court’s
wishes couching his questions in terms of things which affected Dr. Hopson’s practice as
a psychiatrist in Alaska.

IV.  Conclusion

The ultimate trial tactic is to ask a jury to dra.w an inference based upon opposing
counsel’s conduct and then attempt to persuade the court to prohibit counsel from
behaving in any other way. This is the taking of gamesmanship to an absurd level. Lilly,
both in Dr. Hopson’s deposition and at trial, sought from Dr. Hopson opinions which
were completely unrelated to his practice at A.P.I. Counsel then intended to place those
opinions before the jury while preventing the State from doing anything to rebut that
testimony. The court has correctly decided that such gamesmanship should go
unrewarded and Lilly offers no rational basis for ruling otherwise. Lilly’s motion should

be denied and sanctions should be imposed.
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA, FILED If: _”EN COURT
Date:_S~/3- 0%
Plaintiff, Clerk__ Y2y
V.
Case No. 3AN-06-05630 CI
ELI LILLY AND COMPANY,
Defendant.

DEFENDANT ELI LILLY AND COMPANY’S MOTION TO
STRIKE TESTIMONY OF R. DUANE HOPSON, M.D.

After failing to list Duane Hopson, M.D., as either a fact, expert or “hybrid”
witness in either of its witness lists, the State yesterday called Dr. Hopson and:
e Elicited expert testimony without ever disclosing a summary of his expected
testimony; and
e Attempted to mislead the jury by falsely implying that this employee of the
State had come to court “cold,” unprepared to provide the testimony that had,
in fact, been the subject of intense preparation.
This “hybrid™ expert testimony constituted unfair surprise to Eli Lilly and Company and
should be stricken from the record, or a mistrial should be declared.
I FACTS
Although Lilly identified Dr. Hopson as a lay witness on its final witness list, the
State failed to list him on either witness list that it has filed and, to this day, it has failed to
provide any “Other Expert Opinion Testimony Summary™ for Dr. Hopson, as required by the
Uniform Pretrial Scheduling Order applicable to this matter. The deadline for “Other Expert

Opinion Testimony Summary™ passed on November 3, 2007.
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Dr. Hopson is the Medical Director of the Alaska Psychiatric Institute, which
dispenses Zyprexa on a regular basis. Because the State never notified Lilly of its intention
to call Dr. Hopson as an expert, Lilly prepared for trial with the understanding that he would
appear as a lay witness. Following his deposition on December 11, 2007, Dr. Hopson’s name
never appeared on any of the witness lists filed by the State. His deposition testimony — and
the absence of any disclosure of expert opinion — led Lilly to conclude that the State did not
intend to elicit such opinions from him. Then, with less than twenty-four hours warning, the
State called Dr. Hopson to the stand, where he offered expert testimony.

Counsel for the State began his direct examination by eliciting testimony that Dr.
Hopson had never met with him. Then, for the first time, Dr. Hopson expressed numerous
opinions regarding the adequacy of the warnings contained in the Zyprexa label, as well as
his analysis of internal Lilly research and marketing documents, all of which fall outside the
scope of lay witness testimony. On cross-examination, Dr. Hopson admitted that he had met
secretly with the State’s attorneys within the last two weeks and, during those meetings,
reviewed an undetermined set of documents selected by the State’s attorneys for the purpose
of eliciting the expert opinions expressed by Dr. Hopson for the first time yesterday.

IL THE STATE VIOLATED MILLER v. PHILLIPS AND
LOCAL PROCEDURE TO LILLY’S PREJUDICE.

Pretrial discovery enables the parties to prepare for, and eliminate unfair surprise at,
trial. The requirement to disclose witnesses, both lay and expert, and to allow the parties the
opportunity to depose listed witnesses enables each side to discover the testimony the other
will offer at trial. The rules apply with equal force to expert and “hybrid™ witnesses.

In Miller v. Phillips, the Alaska Supreme Court first addressed the issue of a
“hybrid witness,” i.e., a fact witness who, because of his profession, could render expert
opinions. 959 P.2d 1247 (Alaska 1998). In Miller, Dr. Newton was listed only as a lay
witness on the defendant’s witness list. /d. at 1249-50. At trial, Dr. Newton's testimony
expanded to the expression of expert opinions. The Millers claimed unfair surprise. /d. at

Defendant Eli Lilly and Company’s Motion to Strike Testimony of R. Duane Hopson, M.D.
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI) Page2of 4
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1251. The Alaska Supreme Court found that the trial court did not abuse its discretion in
allowing Dr. Newton to appear as a hybrid witness and express both lay and expert opinions

because the Millers had ample notice that Dr. Newton was going to be a defense witness at

trial, and the substance of his opinion was disclosed in advance of trial in the form of an
affidavit. /d. at 1251.

Following Miller, the Anchorage trial courts added a category of disclosure to its
Routine Pretrial Order to address hybrid witnesses — the “Other Expert Opinion Testimony
Summary.” This disclosure obligation requires any party who intends to use a hybrid witness
at trial to disclose that intention and timely provide a summary of the expected testimony.
The Uniform Pretrial Scheduling Order (UPSO), which applies to this case, required each
party to serve:

a summary of the anticipated testimony of any other witness offering

expert testimony (e.g., treating physician), unless such expert opinion

has already been disclosed in discovery.

The State ignored this rule.

Although the opinions expressed in court yesterday by Dr. Hopson fall within the
category contemplated by the UPSO, the State offered no excuse for failing to summarize Dr.
Hopson's opinions. Indeed, the State possessed the documents secretly shown to Dr. Hopson
in the days leading up to his testimony for more than a year preceding that deadline.
Likewise, if the State determined only after Dr. Hopson's deposition that it wished to elicit
these opinions, it could have alerted the Court and Lilly, and provided a summary at that
time, together with an opportunity for Lilly to re-depose Dr. Hopson.

Instead, the State's lawyers disguised both the fact that they would even call Dr.
Hopson in the State’s case-in-chief, and that he would express opinions about the
documentary evidence in this case. This obfuscation bled into the State's direct examination
of Dr. Hopson, who testified that he had never met, or even talked over the phone, with Mr.
Allen, who was directing the examination. Only on cross-examination was Lilly able to

Defendant Eli Lilly and Company’s Motion to Strike Testimony of R. Duane Hopson, M.D.
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discover that the State's lawyers had met with Dr. Hopson and provided him some
undisclosed batch of one-sided documents.

In Zaverl v. Hanley, the Court recognized that in Miller, “we thought it significant
that the Millers had received Dr. Newton’s affidavit setting out the substance of his opinions
‘well before trial’” whereas in Zaverl, the aggrieved party had “no advance notice that Dr.
Borden would offer the disputed testimony or rely on expertise that he had disclaimed at his
deposition.” 64 P.3d 809, 815 (Alaska 2003). The Court then ruled that “[t]here is no reason
in this situation to permit such undisclosed opinions.” /d.

Here, the State chose to keep Dr. Hopson in the dark concerning its theories of the
case and supporting evidence until well after Dr. Hopson’s deposition. To compound this
failure, the State never listed Dr. Hopson on any witness list and never filed any summary of
“Other Expert Witness Testimony,” as required by this Court. Lilly has never had the
opportunity to discover what Dr. Hopson was shown, and never had the opportunity to
depose him to discover his recently-formed opinions. This unfair surprise prejudiced Lilly by
the presentation of an undisclosed expert witness. For this abuse of the discovery process
and disregard of the Court’s Pretrial Order, the Court should strike Dr. Hopson’s testimony or
declare a mistrial.

DATED this 13th day of March, 2008.

PEPPER HAMILTON LLP
Nina M. Gussack, admitted pro hac vice
George A. Lehner, admitted pro hac vice
John F. Brenner, admitted pro hac vice
and
1 certify that on March 13, 2008, ICOP) of LANE P ELL LLC
the foregoing was served by hand Attcen % for D e[“l

-

Eric T. Sanders, Esq
I-cldmun Orlmsk\ & Q

By

Brewster H. Jamigéon, ASBA No. 8311122
Andrea E. Girolamo-Welp, ASBA No. 0211044
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-+ 11 DUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT AT ANCHORAGE
STATE OF ALASKA,

Case No. 3AN-06-5630 CI
Plaintiff, FILED IN OPEN COURT

v. Date:__2-17-9%2
ELI LILLY AND COMPANY, Cledkn®MZl .~

RENEWED MOTION
Defendant. FOR MISTRIAL

I INTRODUCTION:

Appellate courts in several states have reversed trial courts that permitted cases to
proceed to verdict after a party’s witness provided appropriate aid to an ailing juror. Regardless
of any carefully conducted voir dire and the use of curative instructions, the appellate courts
recognized the potential for prejudice in situations much like that presented here. For the reasons
articulated in those opinions, Eli Lilly requests that the Court declare a mistrial.
1L FACTS:

Shortly after the jurors were brought in to the courtroom yesterday morning,
Clarence Venhuizen (Juror 13) collapsed from what the Court described as an apparent heart
attack. During the fall, Mr. Venhuizen hit his forehead, and began bleeding.

Thankfully, Dr. Duane Hopson was in the viewing area of the courtroom and
rushed to Mr. Venhuizen’s aid. A few moments later, Dr. William Wirshing arrived to assist Dr.
Hopson in treating Mr. Venhuizen, who was taken from the courtroom on a stretcher and by
ambulance to the hospital. The entire jury was present both when Mr. Venhuizen collapsed and

when Drs. Hopson and Wirshing rushed to his aid.




Counsel for Lilly deeply appreciate the heroic efforts of Drs. Hopson and
Wirshing, and wish Mr. Venhuizen a full and speedy recovery. Lilly is certain that the
remaining jurors feel similarly indebted to Drs. Hopson and Wirshing. As a result, not only will

these State witnesses (and therefore the State) gain credibility during direct examination, but \

Lilly will lose credibility during cross examination. This result may be through no fault of the
jurors—and, in fact, the jurors may not even realize their bias—but the potential for the bias both
Jfor the State and against Lilly requires that the Court order a mistrial and empanel a new jury.
Courts across the country have concluded that “medical assistance furnished by a
doctor who is a witness or a party, to a juror in the presence of the jury, seriously undermines [a
trial’s] integrity.”' In Reome v. Cortland, a juror collapsed during a court recess and defendant
doctors administered aid in full view of the other jurors.” The jury later learned that the stricken
juror had been taken to the hospital, but had not been admitted and was “fine.”® Although the
trial court gave a curative instruction, the appellate court found that “[t]he favorable bias that [the
doctors] admirably humanitarian efforts created could not have been displaced by curative
instructions, however consciously given by the [trial court] and earnestly sought to be adhered to

by the jury.” Accordingly, the appellate court ordered a new trial.’

' Reome v. Cortland Mem. Hosp., 152 A.D.2d. 773, 774 (N.Y. App. Div. 1989) (emphasis added).
*ld
*Id
1d.

S Id. at 775.



Similarly, in Campbell v. Fox.’ a juror lost consciousness during the plaintiff's
opening statement. The defendant physician carried the juror to the counsel table, and the juror
later recovered. The trial court conducted voir dire and, satisfied with the jurors’ responses that
they would not allow the incident to prejudice their views of the trial, denied plaintiff's motion
for mistrial. The Supreme Court of Illinois reversed, holding that “the effect of the unusual
events in this case was so apparent as to have unquestioned influence upon the jury’s ability to
try the issues in controversy fairly” that a new trial was required.”

The Ohio Court of Appeals followed Campbell in Haukedahl v. St. Luke’s
Hospital.® In this case, a juror lost consciousness during opening statements and at least five
individuals went to his aid, including two defendants and a defendant’s attorney. As in
Campbell, the trial court conducted voir dire and all of the jurors stated that they “would be able
to proceed and agreed that any assistance [to the juror] was unrelated” to the case.” The
appellate court held, however, that regardless of the jurors’ responses, “the jury may have been
aware that appellees responded to their fellow juror, and that response would have presented
appellees to the jury in a favorable light.”'" The appellate court held that “the trial judge’s
refusal to grant a mistrial was unreasonable, arbitrary, and unconscionable.” and that the trial

court abused its discretion in failing to grant a mistrial."

© 498 N.E. 2d 1145, 1147 (Il1. 1986).
1.

¥ No. L-92-011, 1993 WL 496681, at **2-3 (Ohio Ct. App. Dec. 3, 1993).
% 1d at*2.

Y 1d. at*3.

" 1d.




Nor is this rule limited to instances where defendant physicians lend aid to
members of the jury. In State v. Rideout,'* an insulin-dependent juror notified a deputy sheriff
during deliberations that he needed insulin immediately but that he had locked it in his car."®
The deputy sheriff called the police department to open the juror’s car. The responding officer
turned out to have been “an important State witness.”'* Although the responding officer and the
juror did not discuss the case,'” the Supreme Court of New Hampshire found that the jury could
have been affected by this encounter.'® If the jury gave more “credibility and reliability” to the
responding officer’s testimony, it “could only bolster the State’s theory of the case™ and
“threaten[] the integrity of [the jury’s] deliberations, and hence, its verdict.”!” Similarly, in
Minnesota v. Schwartz'® and New Jersey v. Hunt," physicians who testified for the prosecution
rendered aid to jurors. In both instances, the state supreme courts found that the potential for

prejudice, combined with other errors, required new trials.?”

12725 A.2d 8 (N.H. 1999).

" 1d at9.

“id at9, 11.

B 1d at9.

©1d. at 11,

" Id.

18 122 N.W.2d 769 (Minn. 1963).
138 A.2d 1 (NJ. 1958).

2 Gehwartz, 122 N.W.2d at 772, 775; Hunt, 138 A2d at 12-13.




For the foregoing reasons, the Court should grant a mistrial.
DATED this 13th day of March, 2008.
Attorneys for Defendant
PEPPER HAMILTON LLP

Nina M. Gussack, admitted pro hac vice
George A. Lehner, admitted pro hac vice
John F. Brenner, admitted pro hac vice
3000 Two Logan

Philadelphia, PA 19103-2799

(215) 981-4618

LANE PO LLLC

By: 7
Brewster H. Janjeson,
ASBA No. 841122
Andrea E. Girolamo-Welp,
ASBA No. 0211044
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301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648
Telephone 907.277.9511 Facsimile 907.276.2631
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA : ';

THIRD JUDICIAL DISTRICT AT ANCHORAGE‘ w i;rg
- Sy
STATE OF ALASKA, 3\ <
A E
Plaintiff, \ i
V.
Case No. 3AN-06-05630 CI
ELI LILLY AND COMPANY,
CERTIFICATE OF SERVICE
Defendant.

The undersigned certifies that on March 13, 2008, a copy of Defendant Eli Lilly and
Company’s Renewed Motion for Mistrial was served by hand on the following:

Eric T. Sanders, Esq.

Feldman Orlansky & Sanders
500 L Street, Suite 400
Anchorage, Alaska 99501-5911

DATED this 13th day of March, 2008.

Jei An Jenson  (_/

1 certify that on March 13, 2008, a copy of
the foregoing was served hy hand on

Eric T, Sanders,
Feldman Orhnsl : Sanders
500 L Street, buue 400
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT
FILED IN OPEN COURT

; ) =
Plaintiff, ) Date: _-/zde ﬁ
) 7
V. )  Caseno. 3%“%‘#—
)
)
b/

ELI LILLY AND COMPANY
N

DEFENDANT ELI LILLY AND COMPANY’S Ru LnesS
DEPOSITION COUNTER-DESIGNATIONS FOR TRIAL AND
OBJECTIONS TO PLAINTIFF STATE OF ALASKA’S 3‘, alae®
TRIAL DEPOSITION AND EXHIBIT DESIGNATIONS 'm‘;!(v

STATE OF ALASKA

Defendant

Defendant Eli Lilly and Company (“Lilly”) counter-designates for trial the
following deposition transcript excerpts in response to Plaintiff State of Alaska’s Trial
Deposition Designations for David Noesges, both of which must be presented together with the

State’s affirmative designations to ensure proper context:

Start (Page:Line) | End (Page:Line)

157 159 lndud=—

114220 1158 By Bz CIRSSSE
7 (aclvd=_

Lilly objects to the following pages and lines of Plaintiff State of Alaska’s Trial

O= OQuaida
Deposition Designations for David Noesges: Gz Rurtnon
Start End Objection
(Page:Line) | (Page:Line)
15:2 15:4 Relevance; Probative value outweighed by danger of unfair O
prejudice; Motion in limine — profit/net worth/price (Alaska
R. Evid. 401, 402, 403)




16:3 16:4 Vague; Relevance; Probative value outweighed by danger of
unfair prejudice; Motion in limine — profit/net worth/price O

16:7 16:7 (Alaska R. Evid. 401, 402, 403)

17:5 17:6 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in limine — profit/net worth/price (Alaska

17:9 17:9 R. Evid. 401, 402, 403) D

17:11 17:12

17:15 17:15

552 55:5 Foundation; Relevance (Alaska R. Evid. 401, 402, 602) O

587 55:11

55:13 55:24 No question asked within designated portion; Relevance; o- Qut-\"« 33
(Alaska R. Evid. 401, 402) 114 Aot -

58:5 59:10 Relevance; probative value outweighed by the danger of o)
unfair prejudice (Alaska R. Evid. 401; 402; 403)

60:6 60:23 Relevance; probative value outweighed by the danger of o
unfair prejudice (Alaska R. Evid. 401; 402; 403)

63:1 63:7 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403) o

90:15 90:22 Relevance; probative value outweighed by the danger of o
unfair prejudice (Alaska R. Evid. 401; 402; 403)

92:21 93:5 Relevance; probative value outweighed by the danger of @)
unfair prejudice (Alaska R. Evid. 401; 402; 403)

99:15 100:22 Relevance; probative value outweighed by the danger of o
unfair prejudice (Alaska R. Evid. 401; 402; 403)

100:23 101:2 Relevance; hearsay (Alaska R. Evid. 401, 402, 802) o)

101:6 101:6

102:5 102:11 Relevance; foundation; assumes facts not in evidence
(Alaska R. Evid. 401, 402,)

102:13 102:14

102:16 102:17 O

102:22 102:23

102:25 103:3

103:7 103:7

109:11 109:16 Relevance; probative value outweighed by the danger of (@)
unfair prejudice (Alaska R. Evid. 401; 402; 403)

109:25 110:4 Relevance; probative value outweighed by the danger of O
unfair prejudice (Alaska R. Evid. 401; 402; 403)




110:23

111:11

Relevance; probative value outweighed by the danger of

unfair prejudice (Alaska R. Evid. 401; 402; 403)

113:13 113:15 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

II8LLT 113:25

114:6 114:19 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

120:20 120:23 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

121:15 121:25 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

122:4 122:6

122:24 123:16 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

123:18 123:23

125:8 126:3 Hearsay; Relevance; (Alaska R. Evid. 401, 402, 802)

126:12 127:13 Hearsay; Relevance; Probative value outweighed by danger
of unfair prejudice (Alaska R. Evid. 401, 402, 403, 802)

127:17 127:20 Foundation; Mischaracterizes the document; Relevance;
(Alaska R. Evid. 401, 402, 601, 611, 701)

127:23 127:23

128:1 128:4

128:25 129:3 Relevance; foundation (Alaska R. Evid. 401, 402, 602)

129:6 129:8

129:12 129:24 Relevance; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402)

130:1 130:6 Relevance; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402)

130:11 130:11 Relevance; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402, 403)

130:13 130:17

130:18 131:2

131:8 131:15 Relevance; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402, 403)

1347 134:10 Mischaracterizes the document; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion in limine

134:13 134:13 — recent regulatory communications (Alaska R. Evid. 401,
402, 403)

135:16 135:21 Mischaracterizes the document; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion in limine

135:24 135:24 — recent regulatory communications (Alaska R. Evid. 401,
402, 403) )

136:12 136:13 Relevance; Probative value outweighed by danger of unfair |

QO@OQ

o
(o}

e
@
(©
@)
o
o
O
o
O
©




prejudice; Motion in limine — recent regulatory

136:14 137:3 communications (Alaska R. Evid. 401, 402, 403)

138:23 138:25 Foundation; Lack or personal knowledge; Relevance;
Probative weight outweighed by danger of unfair prejudice;

139:3 139:7 Motion in limine — recent regulatory communications
(Alaska R. Evid. 401, 402, 403, 602)

139:9 139:11

139:13 139:14

141:2 141:16 Foundation; Relevance; Probative weight outweighed by
danger of unfair prejudice; Motion in limine — recent

141:19 141:20 regulatory communications (Alaska R. Evid. 401, 402, 403,
602)

145:16 145:18 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in limine — recent regulatory

145:21 146:1 communications (Alaska R. Evid. 401, 402, 403)

146:5 146:9 Improper hypothetical; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion in limine

146:12 146:15 — recent regulatory communications (Alaska R. Evid. 401,
402, 403)

146:25 147:9 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402, 403)

147:19 148:13 Improper hypothetical; Foundation; Relevance; Probative
value outweighed by danger of unfair prejudice (Alaska R.

148:16 148:21 Evid. 401, 402, 403, 602)

187:20 187:21 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment — Off-label

188:7 189:12 Marketing (Alaska R. Evid. 401, 402, 403)

189:15 189:18

Lilly also objects to Plaintiff’s exhibits for use during the testimony of David

Noesges:

G

e QO O O i

Plaintifs Exhibit

Objection(s)

-

Zyprexa Plaintiff’s Exhibit
No 1901

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
internal sales representative training material.

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit
No. 1941

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
internal sales representative training material.

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

o O




ubjection(s)

Zyprexa Plaintiff’s Exhibit
No. 1962

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
internal Lilly training material

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

G C e 0

Zyprexa Plaintiff’s Exhibit | Relevance; Probative value is outweighed by prejudice; Delay and

No. 1970 confusion (Alaska R. Evid. 401, 402, 403).

Noesges Exhibit 4 Relevance; Probative value is outweighed by prejudice; Delay and
confusion (Alaska R. Evid. 401, 402, 403).

Noesges Exhibit 5 Relevance; Probative value is outweighed by prejudice; Delay and
confusion (Alaska R. Evid. 401, 402, 403).

Zyprexa Plaintiff’s Exhibit | Not Relevant (Alaska R. Evid. 401, 402)

el Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit | M.LL. regarding Recent Regulatory Events

10094

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Subsequent R es (Alaska R. Evid. 407)
Hearsay (Alaska R. Evid. 801, 802)

dial M.

O

Zyprexa Plaintiff’s Exhibit
10095

M.LL. regarding Recent Regulatory Events

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Subsequent Remedial Measures (Alaska R. Evid. 407)

Lilly reserves the right to object to these exhibits, and any others that may be

introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law,

based on this Court’s rulings or the purposes for which Plaintiff seeks to use the exhibits at trial.

ol




Dated: March 12, 2008

Respectfully submitted,

-6-

Lane Powell, PC

301 W. Northern Lights Boulevard
Suite 301

Anchorage, AK 99503-2648

Nina M. Gussack
Andrew Rogoff

Eric Rothschild

Pepper Hamilton LLP
3000 Two Logan Square
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Attorneys for Defendant
Eli Lilly and Company




IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT
FILED IN OPEN COURT
STATE OF ALASKA
Plaintiff,

)
)
) 2
v. )  Caseno.3 sﬁﬂ—
)
)
)

ELI LILLY AND COMPANY
Defendant

DEFENDANT ELI LILLY AND COMPANY’S
DEPOSITION COUNTER-DESIGNATIONS FOR TRIAL AND
OBJECTIONS TO PLAINTIFF STATE OF ALASKA’S
TRIAL DEPOSITION AND EXHIBIT DESIGNATIONS
Defendant Eli Lilly and Company (“Lilly™) counter-designates for trial the
following deposition transcript excerpts in response to Plaintiff State of Alaska’s Trial

Deposition Designations for David Noesges, both of which must be presented together with the

State’s affirmative designations to ensure proper context:

Start (Page:Line) | End (Page:Line)

15:7 15:9

114:20 115:8

Lilly objects to the following pages and lines of Plaintiff State of Alaska’s Trial

Deposition Designations for David Noesges:

Start End Objection
(Page:Line) | (Page:Line)
15:2 15:4 Relevance; Probative value outweighed by danger of unfair

oy Faad |
prejudice; Motion in limine — profit/net worth/price (Alaska |

R. Evid. 401, 402, 403) J




16:3 16:4 Vague; Relevance; Probative value outweighed by danger of
unfair prejudice; Motion in limine — profit/net worth/price

16:7 16:7 (Alaska R. Evid. 401, 402, 403)

17ss 17:6 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in limine — profit/net worth/price (Alaska

179 17:9 R. Evid. 401, 402, 403)

17:11 17:12

17:15 17:15

55:2 555 Foundation; Relevance (Alaska R. Evid. 401, 402, 602)

55:7 SEh

53:13 55:24 No question asked within designated portion; Relevance;
(Alaska R. Evid. 401, 402)

58:5 59:10 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

60:6 60:23 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

63:1 63:7 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

90:15 90:22 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

92:21 9315 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

99:15 100:22 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

100:23 101:2 Relevance; hearsay (Alaska R. Evid. 401, 402, 802)

101:6 101:6

102:5 102:11 Relevance; foundation; assumes facts not in evidence
(Alaska R. Evid. 401, 402,)

102:13 102:14

102:16 102:17

102:22 102:23

102:25 103:3

103:7 103:7

109:11 109:16 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403) + o

109:25 110:4

Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)




110:23 LIL: Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

113:13 113:15 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

113:17 113:25

114:6 114:19 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

120:20 120:23 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

121:15 121:25 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

122:4 122:6

122:24 123:16 Relevance; probative value outweighed by the danger of
unfair prejudice (Alaska R. Evid. 401; 402; 403)

123:18 123:23

125:8 126:3 Hearsay; Relevance; (Alaska R. Evid. 401, 402, 802)

126:12 127:13 Hearsay; Relevance; Probative value outweighed by danger
of unfair prejudice (Alaska R. Evid. 401, 402, 403, 802)

127:17 127:20 Foundation; Mischaracterizes the dc ; Relevance;
(Alaska R. Evid. 401, 402, 601, 611, 701)

127:23 127:23

128:1 128:4

128:25 129:3 Relevance; foundation (Alaska R. Evid. 401, 402, 602)

129:6 129:8

129:12 129:24 Relevance; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402)

130:1 130:6 Relevance; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402)

130:11 130:11 Relevance; Motion in limine — recent regulatory
communications (Alaska R. Evid. 401, 402, 403)

130:13 130:17

130:18 131:2

131:8 ¥31:15 Relevance; Motion in limine — recent regulatory [
communications (Alaska R. Evid. 401, 402, 403)

134:7 134:10 Mischaracterizes the document; Relevance; Probative value |
outweighed by danger of unfair prejudice: Motion in limine

134:13 134:13 — recent regulatory communications (Alaska R. Evid. 401,
402, 403)

135:16 135:21 Mischaracterizes the document; Relevance; Probative value

I outweighed by danger of unfair prejudice; Motion in limine
135:24 24 | — recent regulatory communications (Alaska R. Evid. 401,

136:13

Relevan

402, 403)

- Probative value outweighed by danger of unfair |




prejudice; Motion in limine — recent regulatory

136:14 137:3 communications (Alaska R. Evid. 401, 402, 403)

138:23 138:25 Foundation; Lack or personal knowledge; Relevance;
Probative weight outweighed by danger of unfair prejudice;

139:3 139:7 Motion in limine — recent regulatory communications
(Alaska R. Evid. 401, 402, 403, 602)

139:9 139:11

139:13 139:14

141:2 141:16 Foundation; Relevance; Probative weight outweighed by
danger of unfair prejudice; Motion in limine — recent

141:19 141:20 regulatory communications (Alaska R. Evid. 401, 402, 403,
602)

145:16 145:18 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in limine — recent regulatory

145:21 146:1 communications (Alaska R. Evid. 401, 402, 403)

146:5 146:9 Improper hypothetical; Relevance; Probative value
outweighed by danger of unfair prejudice; Motion in limine

146:12 146:15 — recent regulatory communications (Alaska R. Evid. 401,
402, 403)

146:25 147:9 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion in limine — recent regulatory
[ ications (Alaska R. Evid. 401, 402, 403)

147:19 148:13 Improper hypothetical; Foundation; Relevance; Probative
value outweighed by danger of unfair prejudice (Alaska R.

148:16 148:21 Evid. 401, 402, 403, 602)

187:20 187:21 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment — Off-label

188:7 189:12 Marketing (Alaska R. Evid. 401, 402, 403)

189:15 189:18

Lilly also objects to Plaintiff’s exhibits for use during the testimony of David

Noesges:

Plaintiff’s Exhibit Objection(s)

Zyprexa Plaintiff’s Exhibit | Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
No 1901 internal sales representative training material.

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit | Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
No. 1941 internal sales representative training material.

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

4-




Plaintiffs Exhibit

Objection(s)

Zyprexa Plaintiff's Exhibit
No. 1962

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
internal Lilly training material

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit | Relevance; Probative value is outweighed by prejudice; Delay and

No. 1970 confusion (Alaska R. Evid. 401, 402, 403).

Noesges Exhibit 4 Relevance; Probative value is outweighed by prejudice; Delay and
confusion (Alaska R. Evid. 401, 402, 403).

Noesges Exhibit 5 Relevance; Probative value is outweighed by prejudice; Delay and
confusion (Alaska R. Evid. 401, 402, 403).

Zyprexa Plaintiff’s Exhibit | Not Relevant (Alaska R. Evid. 401, 402)

4121 Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit | MLLL. regarding Recent Regulatory Events

10094

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Subsequent Remedial Measures (Alaska R. Evid. 407)
Hearsay (Alaska R. Evid. 801, 802)

Zyprexa Plaintiff’s Exhibit
10095

M.LL. regarding Recent Regulatory Events

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Subsequent Remedial Measures (Alaska R. Evid. 407)

Lilly reserves the right to object to these exhibits, and any others that may be

introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law,

based on this Court’s rulings or the purposes for which Plaintiff seeks to use the exhibits at trial.




Respectfully submitted,

Lane Powell, PC

301 W. Northern Lights Boulevard
Suite 301

Anchorage, AK 99503-2648

Nina M. Gussack
Andrew Rogoff

Eric Rothschild

Pepper Hamilton LLP
3000 Two Logan Square
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Ei

Attorneys for Defendant
Eli Lilly and Company

=

Dated: March 12, 2008
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA
Plaintiff,

CASE NO.
3AN-06-5630 CIV

vs.

ELI LILLY AND COMPANY,

— e

Defendant.

The videotaped deposition upon oral examination
of DAVID THOMAS NOESGES, a witness produced and sworn
before me, Carolyn L. Smith, CSR, RPR, Notary Public, in
and for the County of Hamilton, State of Indiana, taken
on behalf of Plaintiff, at the offices of Ice Miller,
One American Square, Suite 3100, Indianapolis, Indiana,
on January 11, 2008, at 9:31 a.m., pursuant to all

applicable rules.
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Page 3 Page 5
; INDEX OF EXAMINATION 1 PROCEEDINGS
3 EXAMINATION PAGE 2 THE VIDEOGRAPHER: We are now on the record.
4 Questions By Mr. Suggs 6 3 My name is Pete Zinkan. I'm the videographer for
8 QueRnyD b Dok c 4 Golkow Technologies, Inc., One Liberty Place, 1650
7 INDEX OF DEPOSITION EXHIBITS 5 Market Street, S1st Floor, Philadelphia,
¢ NUMBER DESCRIPTION PAGE 6 Pennsyivania,
9 & Today's date is January the 11th of 2008. We
1 Re-notice of depasition 8 8 are going on the record at 9:31 a.m.
10 9 This video deposition is being held at the law
2 PowerPoint presentation,
1 Current Stuation . 19 10  office of Ice Miller, located at One American
12 3 Sales Good Promotional Practice, 11 Square, Indianapolis, Indiana in the matter of
13 QoL Matarial 12 2Zyprexa Products Liability Litigation.
4 Brochure - Comparable rates of diabetes 13 This case is filed in the State of Alaska the
1 and hyperglyceia among peychotropics 103 14 Third Judicial at Anchorage, Cause No.
- Diabetes and patients with d
= mﬁm ’ ano 15 3AN-06-5630 CIV. The deponent is David Noesges.
16 i SR CMM 16 Will counsel please state their appearance for
7 mCuwnw etion 17 the record.
18 7 Correspondence to Dear Health ore 18 MR. SUGGS: My name is David Suggs with the
5 Professional from EA Lity and Company 126 19 firm of Richardson, Patrick, Westbrook & Brickman
1
8  Unsolicited Questions on Off-Label 20 representing the State of Alaska.
20 Information or Unapproved Products 152 21 MR. MARCUM: Christiaan Marcum also with the
21 9 Sales Good Promotional Practice, 2 aintiffs.
Definition of a Sales Call and plaintiffs.
2 Call Notes 193 23 MR. BOISE: Barry Boise on behalf of Defendant
23 10 Call Notes, 2002
24 11 Coll Notes, 2001 204 24 Eli Lilly & Company and the witness.
25 (continued) 25 THE VIDEOGRAPHER: The court reporter is
2 (Pages 2to 5)
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Page 6
l Carolyn Smith and she may now swear the witness.
You may proceed.

9
10
11
12
13

14 Q And how do you spell your last name? 14
15 A Last name is spelled N-o-e-s-g-e-s. 15
16 Q Ithought that was probably the case, and I noticed
7 that we had the misspelling here on the exhibit tab
so I wanted to make sure that was right.

19
20
21
22
23
24
25

Q - the west region?
Who did you report to?
MR. BOISE: In the last capacity?
THE WITNESS: In the last capacity?
QUESTIONS BY MR. SUGGS:
Q Um-hmm.
A 1 reported to Enrique Conterno.
Q Okay. And who did he report to?
A Enrique reported to Deirdre Connelly.
Q And who did she report to?
A Deirdre reported to John Lechleiter.
Q And when did you switch over to the diabetes side
of the company?
A 1 switched over effective January the 1st.
Q Just a couple of weeks ago?
A Yes.
MR. BOISE: 2008.
MR. SUGGS: Right, I assumed that.
(Deposition Exhibit 1 marked for
identification.)

Page 7
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2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

Page 9

QUESTIONS BY MR. SUGGS:

Q I'm going to hand you what we'll mark as Exhibit 1,
which is the copy of the renotice of this
deposition. And on the second page of this
document it lays out - have you seen this document
before?

A Yes, I have.

Q Okay. And on the second page it indicates that Eli
Lilly and Company is requested to produce the person
of persons most knowledgeabile about: 1) The
identity Lilly sales representatives for Zyprexa in
Alaska from 1996 to the present; 2) The
verbatims, or sales messages, used by Lilly's sales
representatives for Zyprexa in Alaska from 1996 to
the present; 3) The marketing of Zyprexa in Alaska
from 1996 to the present; and 4) Call notes
generated by Lilly's sales representatives
regarding Zyprexa from 1996 to the present.

Do you see those numbered categories?

A Yes, 1 do.

Q And are you prepared to answer questions regarding
those areas today as the corporate representative
of Eli Lilly?

MR. BOISE: Subject to the objections that
were raised in response to this notice of

Golkow Technologies, Inc.
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David Thomas Noesges
Page 10 12
1 deposition. 1 Q Isthat correct? o
2 MR. SUGGS: Okay. Of course, we don't 2 AMy ilities were p sales and
3 necessarily accept your objections, but neither of 3 marketing.
4 us is going to determine the validity of those. 4 Q Okay. And are you the person within Lilly who is
5 Q Those topics that are set forth in Exhibit 1 are 5 most knowled about the of Zyprexa
6 going to be the principal focus of my deposition - 6 in Alaska?
7 before we get into those, I need to ask you 7 MR. BOISE: Object to the form of the
8 about your p | background. 8  question.
9 First, can you tell me just generally 9 THE WITNESS: Be difficult for me to answer
10 educational background? 10  whether I'm most knowledgeable.
11 A Yes. I have an undergraduate degree from the 11 QUESTIONS BY MR. SUGGS:
12 Unites States Military Academy at West Point. 12 Q Who else would you regard as knowledgeable or more
13 Q Okay. And what year did you graduate? 13 sothan you are with respect to the marketing of
14 A Igraduated in 1984. 14 Zyprexa in Alaska?
15 Q And did you serve in the Army then for some years |15 MR. BOISE: Object to the form of the
16  after that? 16 3
17 A Yes, 1did. 17 THE WITNESS: I don't know of anyone who
18 Q And how long? 18  would be more knowledgeable than I am.
19 A Iserved for five years in the Army. 19 QUESTIONS BY MR. SUGGS:
20 Q And did you have any -- when did you join Lilly? 20 Q Do you know how it was that you came to be
21 A I joined Lilly first as a summer intern in the 21 designated as the person to come to this
22 summer of 1990. 22 deposition?
23 Q Okay. And when did you join them full-time? 23 MR. BOISE: Please, don't reveal
24 A Tjoined full-time, then, in July of 1991. 24  communications with counsel.
25 Q Okay. Am I correct that you would have completed | 25 1 don't think you are really asking for that,
Page 11 Page 13
1 your service with the Army in 1989? 1 are you?
2 A Yes, that's correct. 2 QUESTIONS BY MR. SUGGS:
3 Q What did you do jobwise between 1989 and 19917 3 Q Was it a drawing of short straws or —
4 A Iwas a full-time student, graduate student, at the 4 MR. BOISE: Object to the form.
S5  Wharton School of Business in Philadelphia. 5 THE WITNESS: I--Idon't know.
6 Q Did you receive a degree there? 6 QUESTIONS BY MR. SUGGS:
7 A Yes, Idid. 7 Q Okay. Who was it that told you that you would be
8 Q Was it a Master's in Business Administration? 8 expected to come here for the deposition?
9 A Yes. 9 A 1 was asked by counsel if I would participate.
10 Q When you were in the Army, did you have any 10 Q Okay. What, if anything, did you do to prepare to
11 involvement in medical issues -- or what branch of 11 testify on behalf of Lilly regarding the marketing
12 the Army were you in? 12 of Zyprexa in Alaska?
13 A No, I was combat engineer. 13 MR. BOISE: Instruct the witness not to
14 Q Would it be fair to say that you did not have any 14 disclose any interactions with counsel, He means
15 experience in the pharmaceutical industry before 15 other than -- subject to my objection, other than
16  joining Eli Lilly in 19917 16 meeting with counsel.
17 A Yes, that's correct. 17 THE WITNESS: I did review some promotional
18 Q And you briefly described the job responsibilities 18 materials in preparation.
19  you've had regarding Zyprexa when we first started the | 19 QUESTIONS BY MR. SUGGS:
20  deposition. 20 Q Were those selected for you or did you go out and
21 It would be fair to say, would it not, that 21 get them yourseif? i
22 your involvement with Zyprexa primarily had to do 22 A No. I asked for some materials for the period
23 with sales? 23 between 2001 and 2003 where 1 was not directly
24 MR. BOISE: Object to the form. 24 responsible for U.S. marketing of Zyprexa.
25 QUESTIONS BY MR. SUGGS: 25

Q Do you recall which documents you reviewed?

Golkow Technologies, Inc.

4 (Pages 10 to 13)
- 1.877.370.DEPS




Vaviu s

4 16
1 A They were promotional materials for the 2001 to 1 Q Do you know in terms of dollar-amount basis? b
2 2003 time frame for Zyprexa. 2 A No, I don't know.
3 Q Would these be brochures, videotapes? What kind of ' F
4 promotional materials are you talking about?
5 A Yes, it would be promotional brochures. 5 MR. BOISE: Object to the form, beyond the
6 Q I'mnot going to mark these right now, but are 6 g
7 these the promotional brochures that you reviewed? | @ @b
8 1 notice the one that you have in your hand 8 QUESTIONS BY MR. SUGGS:
9 there, I believe has a copyright date on the back 9 Q What - do you recall what the peak level of sales
10 of 2001 and the one that Mr. Boise has in his hand 10 was in 2004?
11 has a copyright mark of 2003. 11 MR. BOISE: Object to the form, beyond the
12 A Ican't say for certain that this is the exact 12 scope.
13 material that I have looked at. 13 Could I have a continuing objection on general
14 Q Okay. Who was directly responsible for sales of 14 sales questions?
15 Zyprexa in that 2001-2003 time period? 15 THE WITNESS: 1 don't recall what our sales were.
16 MR. BOISE: Sales? 16 QUESTIONS BY MR. SUGGS:
17 MR. SUGGS: In the U.S. 17 Q Do you recall generally, an approximation?
18 THE WITNESS: Sales for the U.S. overall? 18 A No.
19 QUESTIONS BY MR. SUGGS: 19 Q To the closest billion dollars?
20 Q. ¥Yes: 20 MR. BOISE: Object to the form, beyond the
21 A It would have been Glyn Parkin. 21 scope.
22 Q Can I have those brochures back? 22 THE WITNESS: Without reviewing the results, I
23 MR. BOISE: Can I see that first one? Thanks. 23 could not say specifically.
24 Thanks. 24 QUESTIONS BY MR. SUGGS:
25 QUESTIONS BY MR. SUGGS: 25 Q Wasn'titin the area of about $4 billion?
Page 15 Page 17
1 Q Iwould like to talk a bit generally about Zyprexa. 1 MR. SUGGS: Object to the form, beyond the
2 scope.
3 THE WITNESS: I don't know.
4 UESTIONS BY MR. SUGGS:
5 MR. BOISE: Time frame? '
6 QUESTIONS BY MR. SUGGS:
7 MR. BOISE: Object to the form, beyond the
‘ 8 SCOf
e
10 Q In fact, during that time period from 1999 10 QUESTIONS BY MR. SUGGS:
11 throughout 2007 it was the largest selling product .
12 in the company, was it not?
13 A Yes, that's correct. 13 MR. BOISE: Object to the form, beyond the
14 Q And do you happen to know what the annual sales of | 14 SCO|
15 Zyprexa were in 2007 approximately to the nearest
16 billion dollars? 16 QUESTIONS BY MR. SUGGS:
17 MR. BOISE: U.S. sales? 17 Q Okay. Do you know who it was that made the
18 MR. SUGGS: Yes. 18 decision to increase the sales price of Zyprexa
19 THE WITNESS: I believe U.S. sales would have 19 when sales began to decline?
20 been between 2 and $3 billion. 20 MR. BOISE: Object to the form, compound,
21 QUESTIONS BY MR. SUGGS: 21 beyond the scope, lack of foundation.
22 Q Was that lower than it had been the previous year? 22 THE WITNESS: No, I do not.
23 A Yes. 23 QUESTIONS BY MR. SUGGS: !
24 Q How much lower? 24 Q Do you know, roughly, the percentage of sales of
25 A Idon't know on a percentage basis. 25 2Zyprexa between the 1996 time period through 2007
S (Pages 14 to 17)
Golkow Technologies, Inc. - 1.877.370.DEPS




T T YT S TR, e T T T = (ool i T
: g oh <ty At (R &) e T
=" i 2 ST g g II'

vavia 1norids noesyes

Page 18 Page 20
1 that were to Medicaid programs? 1 slash, HI, end paren.
2 MR. BOISE: Object to the form, beyond the 2 Do you see that?
3 scope. 3 A Yes, Ido.
4 THE WITNESS: I'm sorry. I did not 4 Q And do you recognize those as the initials of the
5 understand. Could you ask the question? 5  states of Washington, Oregon, Alaska and Hawaii?
6 MR. SUGGS: Sure. 6 A Yes,Ido.
7 Could you read the question, please? 7 Q And are those states in the western region?
8 (Record read.) 8 A Yes, they are.
[ THE WITNESS: No, I do not. 9 Q And that was the region for which you were the head
10 QUESTIONS BY MR. SUGGS: 10 of sales, was it not, the western region?
11 Q Wasn't it on the order of about 60 percent? 11 A Yes, that is correct.
12 MR. BOISE: Object to the form, beyond the 12 Q And is it your testimony that you were unaware that
13 scope. 13 there was a budget crisis for Medicaid programs
14 THE WITNESS: I don't know. 14 during the time that you were in charge of sales of
15 QUESTIONS BY MR. SUGGS: 15 the western region?
16 Q Were you aware that the number one driver of the | 16 MR. BOISE: Object to the form of the
17  budget crisis in Medicaid programs was the cost of |17  question.
18 Zyprexa? 18 THE WITNESS: No, I did not testify to that.
19 MR. BOISE: Object to the form, beyond the 19 QUESTIONS BY MR. SUGGS:
20  scope, lack of foundation. 20 Q Were you aware then that there was, in fact, a
21 THE WITNESS: No. Idon't know for certainif |21  budget crisis in the Medicaid programs in the
22 that's the case. 22 western region in the time that you were head of
23 QUESTIONS BY MR. SUGGS: 23 that region's sales?
24 Q Had you heard that? 24 A No. Idon't know that I would characterize a
25 MR. BOISE: Object to the form, beyond the 25  crisis, a budget crisis.
Page 19 Page 21
il scope. 1 Q Well, what were you aware of with respect to the
2 THE WITNESS: No, I don't know. 2 budget of Medicaid programs during that time?
3 QUESTIONS BY MR. SUGGS: 3 A Iknow that all of the states had Medicaid
4 Q My question wasn't whether you knew or not it was | 4 challenges with their budgets.
5 whether you heard that. 5 Q They had challenges; how is a challenge different
6 MR. BOISE: Same objection. 6 than a crisis?
7 THE WITNESS: I'm sorry. Could you ask the - | 7 MR. BOISE: Object to the form.
8 could you repeat the original question again? 8 THE WITNESS: I don't know whether I -- I
9 QUESTIONS BY MR. SUGGS: 9 don't feel like I'm in a position to be able to
10 Q Had you heard that the number one reason for a 10 determine whether one of those states has a crisis
11 budget crisis in Medicaid programs was because of |11 or not.
12 Zyprexa? 12 QUESTIONS BY MR. SUGGS:
13 THE REPORTER: Sorry, I need your objection 13 Q Apparently whoever wrote this PowerPoint indicated
14 again. 14 there was a budget crisis, correct?
15 MR. BOISE: Objection, foundation, compound, |15 A Yes. That's what the document says.
16 beyond the scope. 16 Q Right below the phrase Budget Crisis it states, "#1
17 THE REPORTER: Your answer? 17 Driver Zyprexa (all states).”
18 THE WITNESS: My answer was no. 18 Do you see that? |
19 (Deposition Exhibit 2 for identification.) 19 A Yes, Ido.
20 QUESTIONS BY MR. SUGGS: 20 Q And were you aware when you were the head of the
21 Q I'm going to hand you what's marked Exhibit 2. 21 western region of sales that states were concerned
22 It appears to be a PowerPoint presentation 22 about the price of Zyprexa for their Medicaid
23 with a title on the first page entitled "Current 23 programs?
24 Situation" and below that it says, "Budget Crisis" 24 A Yes.
25 and it has in parens, WA, slash, OR, slash, AK, 25 Q And how was it that you became aware of that?

6 (Pages 18 to 21)
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1 A Iwasaware through direct customer feedback we had | 1 QUESTIONS BY MR. SUGGS:

2 through state Medicaid officials. 2 Q Iwould like to direct your attention to the second

3 Q And the state Medicaid officials were telling you 3 page of Exhibit 2, has the title Goals, slash,

4 that Zyprexa was their number one expense, correct? 4 Objectives, and the goal is to ensure unrestricted

5 A In many cases it was their number one expense among | 5 availability of all the Lilly products on all state

6 antipsychotic products, yes. 6  formularies.

7 Q In fact, it was their number one expense of all the 7 Do you see that language there?

8  drugs in the Medicaid program, wasn't it? Isn't 8 A Yes, I1do.

9 that what they were telling you? 9 Q And the fact of the matter is that there were some
10 A In which time frame? 10  states that were so concerned about the price of

11 Q The time that you were head of western regional 11 Zyprexa and the impact that it had on their

12 sales, 2003 to 2007. 12 Medicaid programs that there was of

13 A Idon't know for certain if that would have been 13 restricting sales of Zyprexa or having Zyprexa be

14 the case in every state. 14 on the - require prior approval, correct?

15 Q In a lot of states, right? 15 MR. BOISE: Objection, beyond the scope,

16 MR. BOISE: Objection, vague. 16  compound, complex.

17 QUESTIONS BY MR. SUGGS: 17 THE WITNESS: Yes, that's correct.

18 Q And at least according to this memo it says the 18 QUESTIONS BY MR. SUGGS:

19  number one driver was for Zyprexa in all states, 19 Q Okay. Lilly did not want that to happen, correct?
20  correct? 20 MR. BOISE: Objection, compound, vague, beyond
21 A Yes, that's what this memo says. 21 the scope.
22 Q Okay. You know how much a Zyprexa pill costs? 2 THE WITNESS: Our position was clearly that we
23 MR. BOISE: Object to the form, beyond the 23 wanted to have equal and open access for all
24 scope, vague. 24 antipsychotic products including Zyprexa.
25 THE WITNESS: There's not one price for a 25 QUESTIONS BY MR. SUGGS:

Page 23 Page 25

1 Zyprexa pill. 1 Q If you could direct your attention to the following

2 QUESTIONS BY MR. SUGGS: 2 page, it has the title on that page in quotes a

3 Q Whatis the range for a Zyprexa pill? What can it 3 misspelling of the word “strategy” and says

4 vary from? 4 "Stragedies,” S-t-r-a-g-e-d-i-e-s, correct?

L MR. BOISE: Object to the form, beyond the 5 A Yes

6  scope, vague. 6 Q And then the first bullet point below that states,

7 THE WITNESS: I would need to refer to our 7  "Implement Totally Aligned Activities of State

8 pricing documents to get -~ 8 Action Teams."

9 QUESTIONS BY MR. SUGGS: 9 Do you see that language?

10 Q Doesn't it range from $8 a pill to about $10 a 10 A Yes.

11 pill? 11 Q And are you familiar with the phrase “state action
12 MR. BOISE: Objection, beyond the scope. 12 teams"?

13 THE WITNESS: I could not say that all prices 13 A Yes, Iam.

14  would be within that range. 14 Q What were state action teams?

15 QUESTIONS BY MR. SUGGS: 15 A Our state action teams were a cross-functional

16 Q Are there some prices that are within that range? 16 team that were helping to implement our strategy of
17 MR. BOISE: Objection, vague, beyond the 17 equal and open access.

18 scope. 18 Q That incduded, apparently, something called an MPA.
19 THE WITNESS: Yes. 19 What was that?

20 QUESTIONS BY MR. SUGGS: 20 A Yes, the MPA is a manager of public affairs.

21 Q Okay. And how much does it cost to make a Zyprexa | 21 Q It wouid be like a public relations person?

22 pill -- about 10 cents? 22 MR. BOISE: Object to the form.

23 MR. BOISE: Objection, vague, beyond the 23 THE WITNESS: No.

24  scope. 24 QUESTIONS BY MR. SUGGS:

25 THE WITNESS: I don't know. 25 Q What is public affairs?

Golkow Technologies, Inc. -
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A Manager of public affairs was responsible for
managing our relationship with government payors.
Q Oh, okay. And then it also included what you refer
to there as Advocacy Specialists.
Is that something different than a manager of
public affairs?
A Yes, that is different, a different role.
Q What is that role?
A Those roles had responsibility to work with
different advocacy groups.

Page 28

Q And were these state action teams organized by
region, by state or - I guess they would have to
be by state, because they are called state action
teams, aren't they?

9 A Yes, they were organized by state.

10 Q Each state including Alaska would have an MPA, an

NV D WN -

11 Q Like the National Association for the Mentally 1II? 11 y specialist, a PHDD, a sal ora
12 A Yes, that would be one example. 12 sales manager, and a B2B person who were a member
13 Q Is -- are there other examples? 13 of the state action team whose goal was to ensure
14 A The APA would be an example. 14 the unrestricted availability of all Lilly products
15 Q Okay. And with respect to the National Association |15  on all state formularies, correct?
16  for the Mentally Il what would Lilly's advocacy 16 MR. BOISE: Object to the form, foundation.
17  specialist do with that organization which is 17 THE WITNESS: Their goal would be to ensure
18 sometimes referred to as NAMI, correct, N-A-M-I? 18  open access for Zyprexa and all of the
19 MR. BOISE: Objection, compound, beyond the |19  antipsychotics.
20 scope. 20 QUESTIONS BY MR. SUGGS:
21 QUESTIONS BY MR. SUGGS: 21 Q Okay. Another one of these strategies of this goal
22 Q My question right now is: Are you familiar with 22 was the strategic campaign to support key
23 the acronym NAMI? 23 legislators.
24 A Yes,Iam. 24 Did I read that correctly?
25 Q That stands for the National Association for the 25 MR. BOISE: Object to the form.
Page 27 Page 29
1 Mentally Ill, correct? 1 THE WITNESS: That's what this document says.
2 A Yes, that's correct. 2 MR. BOISE: The question was: Did you read it
3 Q Okay. What would your advocacy spedialist do with | 3 correctly?
4 respect to NAMI? 4 MR. SUGGS: Yes.
8 MR. BOISE: Objection, vague, beyond the 5 Q What kind of campaign support is being referred to
6 scope. 6 there?
7 THE WITNESS: They would work with NAMI for | 7 MR. BOISE: Object to the form, beyond the
8 our common goals of open access. 8 scope.
9 QUESTIONS BY MR. SUGGS: 9 THE WITNESS: I don't know the answer to that.
10 Q And then there's also reference there to someone |10 QUESTIONS BY MR. SUGGS:
11 who is a PHDD. What is that? 11 Q Is this political campaign support?
12 A I'm not sure I can get the acronym exactly correct, |12 MR. BOISE: Object to the form, beyond the
13 but it would be a representative of our public 13 scope.
14 health division. 14 THE WITNESS: I don't know.
15 Q And what did that person do? 15 QUESTIONS BY MR. SUGGS:
16 A This is a person that, again, who worked with 16 Q How would key legislators be supported if not
17 public payers. 17 giving them money for their campaigns?
18 Q And then there is also a listing there for sales. 18 MR. BOISE: Object to the form, beyond the
19 Would that just be a sales representative? 19 scope, calls for speculation.
20 A It could be a sales representative, could be a 20 THE WITNESS: I don't know the answer to that. |
21 sales manager, or sales director as well. 21 I can't tell who's written the document or what
22 Q Okay. Then there is also another member of the 22 it's referring to.
23 state action team was somebody from B2B. 23 QUESTIONS BY MR. SUGGS:
24 What does that stand for? 24 Q Who are the key legisiators that Lilly was
25 A That is our business to business group. 25 supporting in Alaska?

8 (Pages 26 to 29)
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1 MR. BOISE: Object to the form, beyond the 1 would they?

2 scope, 2 MR. BOISE: Object to the form.

3 THE WITNESS: I'm not aware of -- of any 3 THE WITNESS: 1 think managed care

4 legislators we were supporting but - in Alaska. 4 organizations are in a various state of budget

5 QUESTIONS BY MR. SUGGS: > circumstances.

6 Q IfI could direct your attention to the following 6 QUESTIONS BY MR. SUGGS:

7 page, it has the heading Tactics. And it has 7 Q This document talks about, on the first page,

8 several bullet points below that, the last of 8 various gover issues — control
9 which is, "Target 5-6 Key Legislators As 9 of legislature, negative activity by the governor,
10  Champions." 10 are references to
11 Those would be champions for Lilly's goal of 11 the government throughout this document.
12 maintaining unrestricted availability of its 12 Wouldn't that indicate that this is regarding a
13 products, correct? 13 public system rather than a private managed care
14 MR. BOISE: Object to the form of the 14 organization?
15  question, compound, beyond the scope. 15 MR. BOISE: Object to the form of the
16 THE WITNESS: I can't tell what this document 16 question, foundation.
17 s referring to beyond what it says there. 17 THE WITNESS: Potentially does, but I can't
18 QUESTIONS BY MR. SUGGS: 18 say for certain.
19 Q You were the regional sales manager for the western | 19 QUESTIONS BY MR. SUGGS:
20 region, and it's your testimony you don't know what |20 Q Well, when you were head of the western region of
21 this refers to when talking about targeting five to 21 sales in the U.S., were you aware that sales
22 six key legislators as champions; is that correct? 22 representatives were expected to -- to have
23 MR. BOISE: Objection, asked and answered. 23 contacts with drug utilization review board
24 THE WITNESS: My testimony is that I don't 24 members —
25 know what this document is referring to. 25 MR. BOISE: Object to the form.

Page 31 Page 33

1 QUESTIONS BY MR. SUGGS: 1 QUESTIONS BY MR. SUGGS:

2 Q If I could direct your attention to the following 2 Q - of Medicaid programs?

3 page -- I take it back. It's several pages back. 3 MR. BOISE: Object to the form of the

4 It's the second to last physical page. Thereis a 4 question, beyond the scope, vague.

5 PowerPoint that has "Sales Support Needed," and it| 5 THE WITNESS: Yes, certainly our sales

6 refers to "Coverage of DUR Board Members." 6 representatives would have been calling on some

7 Do you see that? 7 members of drug utilization review boards.

8 A Yes. 8 QUESTIONS BY MR. SUGGS:

9 Q That refers to Lilly's sales force having contact 9 Q Let's focus on sales activities in Alaska in

10 with drug utilization and review board members of |10  particular.

11 Medicaid programs, doesn't it? 11 Do you know who the Lilly sales reps were in
12 MR. BOISE: Object to the question, beyond the | 12 Alaska from 1996 to the present?

13 scope, vague. 13 A Ican't recall, from memory, all of the sales reps
14 THE WITNESS: I can't tell from the document | 14 during that time period.

15 whether they are referring to a Medicaid drug 15 Q Can you tell me the ones that you recall from 2000
16 utilization review board or not. 16  to the present?

17 QUESTIONS BY MR. SUGGS: 17 A No, I can't give you a comprehensive list.

18 Q What other types of drug utilization review boards | 18 Q Can you give me a list of some of them?

19  were there besides those for Medicaid? 19 A Yes.

20 A Often managed care organizations that are private |20 Q Okay. Who can you list for me?

21 paid would have different types of drug utilization [21 A I know Joey Eski.

22 review processes as well. 22 Q Heis the only one?

23 Q Now, the private organizations you talked about 23 A That's the only one I can recall from memory.
24 wouldn't be having the type of budget crisis that 24 Q How long has he been a sales rep in Alaska?

25  was referred to on the first page of this document, |25 A Joey is a she, actually.

9 (l;ags 30 u_a 1-(3)
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1 Q Oh, really?
2 A I'm not sure how long she's been with Lilly.
3 Q Okay. Where are the sales reps trained?
4 A Depends on what phase of their training and where | 4 Q It's not left up to the individual sales reps to
5 that would take place. 5 decide what the appropriate representations are,
6 Q Tell me about the different phases that there are. 6 correct?
7 A Every new Lilly representative starts with an entry i MR. BOISE: Object to the form.
8 level sales school that we call ID school. 8  Representations?
9 It's initial training school which is conducted in 9 MR. SUGGS: Let me restate the question.
10 Indianapolis. 10 Q It's not left up to the individual sales reps to
11 Q How long does that last? 11 decide what the appropriate messages are with
12 A It varies, depending on the products they haveina |12  respect to Zyprexa, correct?
13 different time frame, but it's typically anywhere 13 THE WITNESS: Each of the sales
14 from a four- to six-week initial program. 14 epr are req to use the g
15 Q And what programs follow after that? 15 that we establish for them nationally and then to
16 A After that we currently have a three-month school |16  determine, based on the customer needs, how to
17 which is done typically regionally in a 17 appropriately utilize those messages.
18 decentralized fashion and they now come back for a [ 18 QUESTIONS BY MR. SUGGS:
19 nine-month school again which is a week-long 19 Q In fact, sales reps are prohibited from developing
20  program conducted again in Indianapolis. 20  their own promotional materials, correct?
21 Q When you said a "three-month school," is that how |21 A That's correct. The sales representatives can't
22 long the schooling lasts or does that take place 22 develop homemade materials.
23 after they have been a sales rep for three months? |23 Q I'm going to hand you what we'll mark as Exhibit 3.
24 A Takes place after three months as a sales 24 (Deposition Exhibit 3 marked for
25 representative. 25 identification.)
Page 35 Page 37
1 Q How long is that training session? 1 QUESTIONS BY MR. SUGGS:
2 A The program is approximately two to three days. 2 Q Which for the record is a document entitied "Lilly
3 Q Okay. And then the nine-month school, I would 3 USA, SALES GOOD PROMOTIONAL PRACTICE, Promotional
4 presume, also does not last nine months but occurs 4 Materials GPP 02, dash, 003."
5 after they have been a sales rep for nine months, § Do you recognize this document, sir?
6 correct? 6 A Yes, Ido.
7 A Yes, that is correct. 7 Q Whatisit?
8 Q And how long does that take place? 8 A Thisis a portion of our good promotional
9 A That's currently a week-long program. 9 practices, appears effective November of 2004,
10 Q Does the training process differ by state? 10  based on the version number at the end of the
11 A Every representative goes through the comprehensive [ 11 document.
12 program I outlined and then we do a lot of ongoing 12 Q Says it was updated in November 2004, correct?
13 training for our representatives throughout the 13 A Yes, it does.
14 country. 14 Q It states that the policy is that "All promotional
15 Q Is it fair to say that sales reps are expected to 15  materials must be approved by a Brand Team before
16 say particular things about Zyprexa and not say 16  they may be used with any customer," correct?
17 other things when they are selling the product? 17 A Yes, it does.
18 MR, BOISE: Objection, 18 Q Okay. Was that policy in effect throughout the
19 time that you have been invoived with sales at
20 uy?
21 A Throughout the time that 1 have been invoived in
2 ESTIONS BY MR. SUGGS: 22 sales with Lilly we have always had an approval

process for all promotional materials that included
a cross-functional team, referred to as the brand
team here, that would be medical, legal, regulatory
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Page 40

1 and our marketing organization. 1 that there was something on the database that they
2 Q And that brand team is located in Indianapolis and | 2 have to be aware of? Like, would they receive an
3 develops promotional materials and messages that | 3  E-mail or something telling them that something was
4 are to be applicable throughout the U.S., correct? | 4  onthe —
5 A Yes, that's correct. 5 A Yes, oft there's on knowled
6 Q Then below that under the policy there is a 6  management —
7 heading, Information and Procedures, and then 7 MR. BOISE: Let me interpose an objection.
8 listed on the left are some materials that were 8  Vague.
9 pparently available from g called 9 You can answer the question.
10 "E-order," and what is E-order? 10 THE WITNESS: Yes, oftentimes they would be
11 A E-order means electronically ordering. So a sales |11  notified if there was something new in knowledge
12 representative can order a new promotional tool 12 management that they needed to access.
13 through the E-ordering system. 13 QUESTIONS BY MR. SUGGS:
14 Q And this list includes such things as core sales 14 Q Okay. And would sales representatives be expected
15  aids, something called "slim jims," what were 15  to be aware of what was on the knowledge management
16 those? 16  database?
17 A Aslim jim is just a smaller version of the core 17 A There is not an expectation that they know
18 sales aid. 18  everything on the database.
19 Q And a core sales aid, would that be a brochure? (19 Q Would it be fair to say that anytime that something
20 A Itcould be a brochure. It's basically the primary |20  was posted on the k g
21 promotional tools that the representatives are 21 that was new, the sales reps would be informed of
22 using. 22 that?
23 Q Okay. And such things as promotional star 23 MR. BOISE: Objection, vague.
24 reprints, those are published medical literature 24 THE WITNESS: No, not in every case.
25  that have been approved for distribution, correct? |25 QUESTIONS BY MR. SUGGS:
Page 39 Page 41
1 A Promotional star reprint is an approved peer 1 Q And the materials that were available on the
2 review, reprint of a general article that has been 2 dgt included such things
3 approved for promotional use. 3 as Lilly business cards, promotional speaker
4 Q And those articles only address on-label 4 program invitations, templates, package inserts,
B indications of the drug, correct? 5  sell sheets, approved textbook lists, preprinted
6 A Yes, promotional reprints would only address 6 prescription pads, cake and cookie templates,
2 on-label uses of the product. 7 spedial brand initiatives and formulary tools,
8 Q Also available from E-order were such things as 8  comect?
9 pens and note pads, calendars, coffee mugs, 9 MR. BOISE: This time frame?
10 anatomical models, CD ROMs, videos, DVDs, posters, | 10 THE WITNESS: In this time frame, yes.
11 badge holders, brochures, correct? 11 QUESTIONS BY MR. SUGGS:
12 A Yes. 12 Q Okay. And what are sell sheets?
13 Q And all of those would have been generated in 13 A Sell sheets is another form of a promotional
14 Indianapolis for use nationally, correct? 14 material.
15 A Yes. 15 Q These documents that I handed you earlier were sell
16 Q And then on the right-hand side under Information | 16 sheets, were they not?
17 and Procedures, it says "From KM.” 17 MR. BOISE: Do you want to show him both?
18 Am I correct that KM stands for knowledge 18 Compound question.
19 management database? 19 THE WITNESS: Yes, these would be an eample
20 A Yes, that's correct. 20  of sell sheets,
21 Q Whatisthe ledge g it ? 21 MR. SUGGS: Okay.
22 A Knowledge management is a database available for |22 MR. BOISE: Give me a moment to make
23 the sales representatives to receive communications (23  objections along the way.
24 from Indianapolis and information and tools. 24 QUESTIONS BY MR. SUGGS:

25 Q Okay. And would sales representatives be alerted

25

Q And when it refers to "formulary tools,” what does
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1+ wat refer to? 1 the promotional materials.
2 A Ican't say specifically what these tools would 2 QUESTIONS BY MR. SUGGS:
3 have been then but formulary is basically a drug 3 Q Let’s talk about the content of the sales messages
4 list of medicines that are available. 4 matweteusedbyuwg!stqsforzywaa,h
5 Q Well, how would a sales rep use a formulary tool? S particular, reg lycemia and
6 MR. BOISE: Object to the form, vague. 6 Were you -- I believe you said you began
i THE WITNESS: In this time frame y i rking on Zyprexa in 1999; is that correct?
8 ifac asked for yir , Was 8 A Yes, that's correct.
9 involved in a formulary decision, the sales 9 Q What month?
10 representative could provide them with information |10 A I believe it would have been October or November of
11 in the context of a formulary packet. 11 1999.
12 QUESTIONS BY MR. SUGGS: 12 0 Okay Andatmatumeyouwuemelhatm
13 Q And below those boxes that we have been talking |13  had been c d in the mark and
14 about, there's a heading in the middle of the page 14 in published medical articles that weight gain
15 numbered 1 with larger font, and it's bold and it's 15  associated with Zyprexa could cause patients to
16 all caps and it says, "ALL PROMOTIONAL MATERIALS |16  develop diabetes, correct?
17 MUST BE APPROVED BY A BRAND TEAM," correct? |17 A Yes, I'm aware of those concerns.
18 A Yes, that is correct. 18 Q Okay. And weight gain and possible hyperglycemia
19 Q And then in the item below that No. 2, in the 19  was recognized as a major threat to hyper —
20  second half of that paragraph it states, "Approved 20  strike that.
21 materials must not be copied or altered in any 21 Weight gain and possible hyperglycemia was
22 other way for use with customers. No highlighting, |22  recognized as a major threat to Zyprexa, correct?
23 underlining or adding notes," correct? 23 MR. BOISE: Object to the form of the
24 A Yes, that's correct. 24 question.
25 Q No. 3 was "The use of homemade materials is 25 THE WITNESS: Weight gain was a known side
Page 43 Page 45
1 forbidden." 1 effect of Zyprexa and was in our label as such from
2 That's in all caps, correct? 2 launch.
3 A It'snotin all caps; it's bold. 3 MR. SUGGS: Move to strike as nonresponsive.
4 Q I'msorry. It's bold. I misspoke. 4 Q Sir, weight gain and possible hyperglycemia was
5 It's in bolded font, correct? 5 recognized as a major threat to Zyprexa, which was
6 A Yes. 6 a critically important product to the company,
7 Q Aiso in bolded font in that paragraph is the sentence | 7 correct?
8 "Homemade Materials are anything not approved by | 8 MR. BOISE: Object to the form of the
9 the Brand team for use with customers," correct? 9 question, compound
10 A Yes. 10 THE WITNESS: I would not regard - major
11 Q Fair to say that the promotional materials that 11 threat would not be a characterization that I made
12 came out of Lilly were designed and intended -- 12 at that time.
13 strike that. 13 QUESTIONS BY MR. SUGGS:
14 The promotional materials that came out of 14 Q Let me hand you what's been previously marked as
15 Lilly came out of corporate headquarters here in 15 Plaintiffs' Exhibit No. 8262. For the record this
16 Indianapolis and were expected to be used as 16 is @ string of E-mails in November of 1999.
17 developed by the brand team without exception and |17 1 would direct your attention, in particular,
18 without change or alteration, correct? 18 sir, to the E-mail at the bottom of the first page,
19 A Promotional materials were developed by the U.S. 19  which is a November 9, 1999, E-mail from Alan
20  brand team and it certainly works - all of our 20  Breier to a number of individuals, looks like about
21 sales representatives were expected to use them 21 a dozen or more, including several top executives,
22 consistent with the promotional guidelines. 22 such as John Lechleiter and August Watanabe.
23 They were expected to use them, too, weren't they? | 23 Do you recognize the names of any of those
24 MR. BOISE: Object to the form. 24 individuals, sir?
25 THE WITNESS: Yes, they were expected touse 25 A Yes, Ido.
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—-~ wacA@n Breier wasthe head of | 1 success of this critically important molecule?
«yprexa product team? 2 MR. BOISE: Objection.
3 A Yes, Iam. 3 QUESTIONS BY MR. SUGGS:
4 Q And John Lechleiter was at that time the chief 4 Q No one ever told you that?
5  operating officer of the company, was he not? 5 MR. BOISE: Objection, foundation, compound
6 MR. BOISE: Object to the form, foundation. 6 question, beyond the scope.
; TEEWITNSS: No. Idon't believe in 1999 he 7 THE WITNESS: I don't believe in 1999 that
was the chief operating officer. 8 weight and possible hyperglycemia were
9 QUESTIONS BY MR. SUGGS: 9 dla'adg-a:edmmeasamajormeatma
10 Q Do you recall what his title was back at that time? 10 long-term success.
11 A No, I do not. 11 QUESTIONS BY MR. SUGGS:
12 Q Heis currently the CEO of the company, correct? 12 Q So apparently people like Alan Breier and John
13 A No, heisc y p and chief 13 Lechleiter were aware of that, but you were not in
14 officer. 14 your position —
15 Q Ithought I heard he was the new CEO or has that 15 MR. BOISE: Object to the form.
16  not become effective yet? 16 QUESTIONS BY MR. SUGGS:
17 A He will be the new CEO effective April 1st. 17 Q --comrect?
18 Q Okay. In a couple of months he is going to be the 18 MR. BOISE: Foundation, beyond the scope.
19 CEO? 19 THE WITNESS: 1 don't believe they
20 A Yes, he will. 20 characterized weight gain or hyperglycemia as a
21 Q What other names on there do you recognize? 21 major threat to me in November of 1999.
22 MR. BOISE: Objection, beyond the scope. 22 QUESTIONS BY MR. SUGGS:
23 THE WITNESS: 1 recognize Charles Beasley. 1 23 Q Okay. Did anyone ever tell you that olanzapine-
24 recognize Gary Tollefson, Norma Ascroft and August |24  associated weight gain and possible hyperglycemia
25  Watanabe. 25 was a major threat to the long-term success of
Page 47 Page 49
1 QUESTIONS BY MR. SUGGS: 1 ?
2 Q And in the first sentence in this E-mail from 2 A I certainly have had ongoing discussions since this
3 November 1999 it states, quote, Olanzapine- 3 time that weight gain is a side effect, was a
4 associated weight gain and possible hyperglycemia | 4 significant issue for Zyprexa.
-] is @ major threat to the long-term success of this 5 Q Okay. And when did you first become informed that
6 critically important molecule. 6 there was a concern that the weight gain assodiated
7 Do you see that language? 7 with Zyprexa could resuit in hyperglycemia?
8 A Yes, Ido. 8 MR. BOISE: Object to the form of the
9 Q And apparently no one ever informed you of that 9 question, foundation, compound, beyond the scope.
10  back in November of 1999; is that correct? 10 THE WITNESS: I don't know the answer to that.
11 MR. BOISE: Object to the form, foundation. 11 QUESTIONS BY MR. SUGGS:
12 THE WITNESS: If you are asking whether I saw |12 Q Were you ever informed that weight gain assodiated
13 this E-mall, no. 13 with Zyprexa - strike that.
14 QUESTIONS BY MR. SUGGS: 14 Were you ever informed that there was a
15 Q I was not asking about that E-mail. I figured you |15 concern that the weight gain associated with
16  probably would not have seen this E-mail. Earlier |16  Zyprexa could result in hyperglycemia?
17 you said you took over your position with Zyprexa | 17 MR. BOISE: Objection, beyond the scope.
18 in October of 1999 and you said that you would not | 18 THE WITNESS: Yes, I'm certainly aware of a
19  characterize Zyprexa weight gain and possible 19  lot of customer concerns about the weight gain and
20 hyperglycemia as a major threat to the long-term | 20 what the metabolic effects, induding the impact of
21 success of Zyprexa. 21 hyperglycemia, might be.
22 So my question was: Fair to say that no one 22 QUESTIONS BY MR. SUGGS:
23 ever informed you in the words of this E-mail that |23 Q And hyperglycemia is indicative of diabetes,
24 olanzapine-associated weight gain and possible 24 correct?
25 25 A Hyperglycemia is -- again, I'm not a dinician, but

hyperglycemia is a major threat to the long-term
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-.ypergiycemia reflects elevated glucose levels 1 deposition. You brought it up.
2 beyond normal levels. 2 What do you mean by it?
3 Q And, infact, the -- are you -- were you aware that | 3 MR. BOISE: Object to the form of the
4 the American Diabetes Association has said that a 4  question.
5 fasting glucose of a hundred twenty-six milligrams 5 THE WITNESS: Again, I'm not a dinical
6 per dediliter or higher is the diagnostic for 6  expert. Iwould rely on my colleagues but I know
7 diabetes? 7 that weight gain among other factors is - I don't
8 MR. BOISE: Object to the form of the 8 know how else to describe it - as a risk factor
9  question, foundation. 9  for diabetes.
10 THE WITNESS: Yes, I am aware of that. 10 QUESTIONS BY MR. SUGGS:
11 QUESTIONS BY MR. SUGGS: 11 Q Risk factor means if a person has that factor or
12 Q Okay. Were you aware that the American Diabetes |12  that condition that they have an increased risk of
13 Association has said that the random blood glucose |13 developing the disease, correct?
14 in excess of 200 milligrams per deciliter is 14 MR. BOISE: Object to the form of the
15  diagnostic for diabetes? 15 question, foundation.
16 MR. BOISE: Object to the form, foundation. 16 THE WITNESS: I don't know that that's -- that
17 THE WITNESS: Yes, I am aware. 17 Icould answer that question.
18 QUESTIONS BY MR. SUGGS: 18 QUESTIONS BY MR. SUGGS:
19 Q And when did you become aware of that, sir? 19 Q Well, you used the phrase "risk factor."
20 MR. BOISE: Object to the form, beyond the 20 What do you mean by it when you use that term?
21 X 21 MR. BOISE: Object to the form, asked and
22 THE WITNESS: Difficult to answer because some |22  answered, harassing.
23 of those guidelines have changed over time, but I 23 THE WITNESS: Weight gain is a known risk
24 have been aware from the time I was a new Lilly 24 factor for diabetes -~
25 sales rep of what the is of di 25 QUESTIONS BY MR. SUGGS:
Page 51 Page 53
1 and hyperglycemia is. 1 Q No. I'mnot -
2 QUESTIONS BY MR. SUGGS: 2 MR. BOISE: Let him answer the question. Let
3 Q And when did you become aware that there was a 3 him answer the question. You can ask another one,
4 concern that the weight gain associated with -~ 4 David. I think you are harassing him.
o with Zyprexa could result in hyperglycemia? § MR. SUGGS: I'm not -~
6 MR. BOISE: Object to the form, beyond the 6 MR. BOISE: Were you finished with your
14 scope. Z answer?
8 THE WITNESS: I don't know that I could answer | 8 THE WITNESS: No.
9 specifically when that issue was raised, but 9 MR. BOISE: Finish your answer, please.
10 certainly weight gain is a known risk factor for 10 THE WITNESS: Weight gain is 2 known risk
11 diabetes among many others. I was aware of that 11 factor for diabetes. In my marketing and sales
12 from the beginning of my work with Zyprexa. 12 roles at Lilly, I rely on our medical and
13 QUESTIONS BY MR. SUGGS: 13 regulatory and legal colleagues to heip me
14 Q And you used a term there, risk factor. 14 characterize that as a risk factor for diabetes.
15 What does the word "risk factor" mean to you? 15 QUESTIONS BY MR. SUGGS:
16 MR. BOISE: Object to the form, beyond the 16 Q What do you mean when you use the words risk
17 scope. 17 factor?
18 THE WITNESS: You are asking me to get beyond | 18 MR. BOISE: Objection, asked and answered.
19 my marketing expertise so - 19 THE WITNESS: I mean that it's a risk factor
20 QUESTIONS BY MR. SUGGS: 20 for diabetes.
21 Q No. I'masking you to explain what you mean by 21 QUESTIONS BY MR. SUGGS:
22 words that you first brought up. You were theone |22 Q A risk factor means it's a risk factor.
23 that first said that it was your understanding that 23 Can you give me any other help with - what's
24 weight gain was a risk factor for diabetes. I 24  in your mind when you use the term risk factor?
25  never used the phrase risk factor before in this 25 A You are asking me to make a judgement that I don't
14 (Pages 50 to 53)
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date that was provided to us by Lilly or their
representation that this document was in the

management ?
MR. BOISE: Take a minute to look at the
document.
THE WITNESS: Okay.

QUESTIONS BY MR. SUGGS:

Q Do you have any basis, sir, to dispute the date
that was provided to us as June 28, 2002, as the
date this document was generated?

A No, I do not.

Q Do you have any basis to dispute that the answers
to interrogatories in this case which stated that
this document was made available to the sales reps
in the knowledge management database?

A No.

Q I'd like to direct your attention to the bottom of
the first page. There is some language there
that's actually on the bottom of every one of the
pages that says, "For internal use only. Not for
use in detailing.”

Do you see that language?

A Yes, I do.

Q Sir, when it says, "Not for use in detailing” that
means that this is something that was not meant to

Page 54

. mink I'm qualified to make from a medical 1
2 standpoint. 2
3 Q No, I am just asking you to explain the words that | 3
4 you used for yourself for the first time in this 4
5 deposition. 5
6 MR. BOISE: Objection, asked and answered, 6
7 harassing. 7
8 THE WITNESS: Risk factor meaning quite simply | 8
el that weight gain is a risk factor for diabetes. )
10 QUESTIONS BY MR. SUGGS: 10
11 Q Sir, am I correct that throughout the times that 11
12 Zyprexa has -- strike that. 12
13 Am I correct that throughout the time that you |13
14 were involved with Zyprexa from 1999 through the |14
15  end of 2007 that Lilly sales representatives have 15
16 been trained to say that Zyprexa does not cause 16
17 diabetes? 17
18 MR. BOISE: Object to the form, foundation, 18
19 beyond the scope. 19
20 You can answer. 20
21 THE WITNESS: No. We have trained our 21
22 representatives throughout that time that -- that 22
23 ourdata s not able to answer the question as to 23
24 whether Zyprexa can -- causes weight gain — I'm 24
25 sorry, causes diabetes. 25

Page 55

ESTIONS BY MR. SUGGS: 1

2

3

4

D

MR. BOISE: Objection, foundation. 6

7

8

9

10

11

QUESTIONS BY MR. SUGGS: 12

13

Do you have any basis to dispute either the

25

Page 57
be left with a physician, correct?

MR. BOISE: Object to the form of the
question.

THE WITNESS: "Not for use in detailing" means
that this document can't be used for promotional
purposes with a dlinician.

QUESTIONS BY MR. SUGGS:

Q You don't want the doctors to even see this, do
you?

MR. BOISE: Object to the form of the
question,

THE WITNESS: This has not been approved for
promotions for representatives to promote to sales
representatives.

QUESTIONS BY MR. SUGGS:

Q A sales rep would not provide this to the doctor,
he would not hand this to the doctor, correct?

A No, a sales representative would not be allowed to
hand this document to the doctor because it has not
gone through the promotional approval process.

Q Well, not only that, it would be embarrassing if
the doctors knew that the sales reps had a script,
wouldn't it?

MR. BOISE: Object to the form of the
question.
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Page 58 Page 60
1 THE WITNESS: This document can't be used with [ 1 this subject, in this time frame, no causal
2 clinicians because it has not been approved for 2 relati ip has been patients
3 promotional use. 3 being treated with Zyprexa and the onset of
4 QUESTIONS BY MR. SUGGS: 4  diabetes.
5 QUESTIONS BY MR. SUGGS:
& Q Have sales reps ever to your knowlédge been instructed
7 toigo oiit and admit to physicians that Zyprexa can
Hi Y
‘A No, that has never been 2 speific verbatim for our
10 salesTrepresentatives)
11 Q Infact, they go on to say in'this document, the
12 following sentence says, "The incidence of
i3 diagnosed treatment-emergent diabetes with patients
14 taking Zyprexa was comparable 0 those patients
1o ot st o e
‘very clinical study conducted by Lily ir by oue
17  Competiors.
» Did 1 read that correctty?
19 A Yes, you did.
20 Q And Rispérdal, Haldol and Depakote are other
= ‘psychiatric drugs, correct?
A Yes, Risperdal and Haidol are antipsychotic
23 medicines and Depakote is 2 mood stabllizer.
24 Q And that message of comparable rates of diabetes
25 between Zyprexa and other drugs has been a
Page 59 Page 61
1 consistent message coming from the company,
2 correct?
3 MR. BOISE: Object to the form.
4 What time frame?
5 QUESTIONS BY MR. SUGGS:
6 Q Throughout the time you were involved with Zyprexa.
7 A Comparable rates has not been a message throughout
8 the time frame that I have been involved with Zyprexa.
9 Q When was it not?
10 A We currently do not have a message that --
11 Q And do you know when it was that -- well, strike 11 THE REPORTER: I can't hear you.
12 that. 12 THE WITNESS: We currently do not have a
13 It's fair to say, sir, that the sales reps 13 message for diabetes for comparable rates of
14 were taught and told to inform physicians that 14 diabetes with Zyprexa.
15 there was no causal relationship between Zyprexa 15 QUESTIONS BY MR. SUGGS:
16 and the onset of diabetes throughout the time 16 Q I bet not in light of the labeling change that came
17 period you were involved with Zyprexa, correct? 17 out in October. When did Lilly --
18 Between 1999 and 2007 that's what sales reps were | 18 MR. BOISE: Hold on. Was that a question?
19 expected to tell physicians, correct? 19 QUESTIONS BY MR. SUGGS
20 MR. BOISE: Object to the form of the 20 Q When did Lilly stop having comparable rates be part
21 question, mischaracterized his testimony, asked and |21 of their message?
22 answered. 22 MR. BOISE: Object to the form of the
23 THE WITNESS: No. That's not correct 23 question, compound, move to strike the observations
24 In fact, in this time frame what they were 24 of counsel
25 instructed to say was, In every study examining 25 THE WITNESS: I don't know the exact ime
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Page 64

1 frame. 1 A Yes, Ido.
2 QUESTIONS BY MR. SUGGS: 2 Q And under Important notes it says "Make sure the
3 Q Can you give me an approximate time frame? 3 PCP" - by the way that stands for primary care
4 A It would have been prior to my assuming 4 physician, correct?
5 responsibilities in 2003 for Zyprexa in the U.S. 5 A Yes, that is correct.
6 Q It's your testimony that after 2003 Lilly did not 6 Q Make sure the primary care physician recognizes the
7 make a claim of comparable rates? 7 type of patient we are talking about today, not the
8 A We did not have a promotional message for 8 psychotic patient or severely ill patient, but the
9 comparable rates after 2003 is my recollection, 9 complicated mood patient who has symptoms of
10 yes. 10 irritability, anxiety, poor sleep and mood swings.
11 Q Sir, do you see a difference between the phrase 11 This is most likely a patient he has seen for a few
12 "comparable rates” and "no consistent differences™ | 12 years and has felt comfortable treating.
13 MR. BOISE: Object to the form. 13 Do you see that language here?
14 THE WITNESS: You are really asking a medical 14 A Yes, Ido.
15 question that I would rely on my medical colleagues |15 Q Zyprexa was never indicated for the treatment of
16 to answer, 16 irritability, was it?
17 QUESTIONS BY MR. SUGGS: 17 MR. BOISE: Object to the form.
18 Q Sir, isn't it a fact that even after 2003 Lilly 18 THE WITNESS: No.
19 told physicians that there were no consistent 19 QUESTIONS BY MR. SUGGS:
20 differences among atypicals in the incidence of 20 Q It was never indicated for the treatment of
21 diabetes? 21 complicated mood, was it?
22 A Iwould want to review the specific promotional 22 MR. BOISE: Object to the form.
23 material to know exactly what our communication was | 23 THE WITNESS: No.
24 in each time frame. 24 QUESTIONS BY MR. SUGGS:
25 Q Okay. We'll get to that. 25 Q It was never indicated for the treatment of
Page 63 Page 65
anxiety, correct?
MR. BOISE: Object to the form.
THE WITNESS: No.
QUESTIONS BY MR. SUGGS:
Q It was never indicated for poor sleep, correct?
MR. BOISE: Object to the form.
THE WITNESS: No.
8 A I'msorry. Where are you reading from now? QUESTIONS BY MR. SUGGS:
9 Q Page3. 9 Q It was never indicated for mood swings, correct?
10 A Okay. Okay. 10 MR. BOISE: Object to the form.
11 Q That's what the sales reps were told, give this 11 THE WITNESS: No.
12 message here that was developed out in 12 QUESTIONS BY MR. SUGGS:
13 Indianapolis -- strike that. 13 Q Okay. By the way, just so the record is dear,
14 when you are saying "no" you are agreeing with me
15 that it was not indicated for any of those?
16 A Yes, that correct.
17 Q Just so we have a dear record.
18 MR. BOISE: If you are done with the document,
19 I would like to take five minutes.
20 MR. SUGGS: Sure.
21 Q Okay. IfI could direct your attention to the 21 MR. BOISE: Okay.
2 first page, the first area of concern that 22 THE VIDEOGRAPHER: We are off the record. It
23 reflected there was "I do not treat that type of 23 is 10:42. This is the end of Tape No. 1 of the
24 patient." 24 deposition of David Noesges.
25 Do you see that? 25 (Recess.)
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Page 66 Page 68
1 THE VIDEOGRAPHER: We are back on the record. | 1 Q Did you report to either or both of them?
2 This is beginning of Tape No. 2 of the deposition 2 A No, I did not.
3 of Dave Noesges. It is 10:54. 3 Q How did you work with them?
4 QUESTIONS BY MR. SUGGS: 4 A When I was the sales director in the U.S. Iwas a
5 Q Sir, I'm going to hand you two exhibits now. One 5  colleague of Jack's. He was the marketing director
6 is -- has been previously marked as Plaintiffs' 6  atthat time and I worked with Denice in my
7 Exhibit 995 and the other one is Plaintiffs’ 7 capacity as U.S. marketing director.
8 Exhibit 9201. 8 Q Okay. What years were those?
9 For the record Exhibit 995 is 2 memo from Alan 9 A Iwas the U.S. marketing director from November of
10 Breier, Jack Jordan, Dennis Torres, Mike Bandick to 10 2003 through, basically, October of 2004.
11 the policy committee dated July 7, 2003. 11 Q Okay. So this memo would have been written a
12 MR. BOISE: Denice. 12 couple of months before you took over as U.S.
13 MR. SUGGS: Pardon? 13 marketing director, correct?
14 MR. BOISE: Denice. 14 A Yes. This is written before I took over.
15 MR. SUGGS: Yes. What did I say? 15 Q Did you succeed Jack Jordan, then, in that
16 MR, BOISE: Dennis. 16  position?
17 MR. SUGGS: I thought I said Miss. I could be 17 A Yes, Idid.
18  wrong. 18 Q And it states that "The purpose of this document is
19 Q Let's talk about that document first. 19 to provide additional information” to the policy
20 You are familiar with what the policy 20  committee "on topics associated with Zyprexa and
21 committee is at Lilly, are you not, sir? 21 pemepﬁons surrounding weight gain and diabetes,"
22 A Yes,Iam. 22
23 Q It's the principal governing body of the 23 Anwouldbehdmunflmuidtakeaninumm
24 corporation made up of top level executives, 24 read this. It will be easier to answer your
25  correct? 25  questions if I could see the context.
Page 67 Page 63
1 A Yes, that my understanding. 1 Q Idon't think you need to read the entire document
2 Q It's chaired by the CEO of the company who at the 2 to answer the questions that I have for you. And
3 time this memo was written was Mr. Sidney Taurel, 3 since time is a factor here, what I would suggest
4  correct? 4 is this, sir: Why don't I ask you the question, if
5 A Yes, that is correct. 5 after hearing that question you feel you need to
6 Q And Alan Breier was the head of the Zyprexa product | 6 read the entire document in order to answer the
p team, correct? 7 question I have asked, I will be happy to give you
8 A At this time, yes. 8 that time. 1 really don't think it is going to be
9 Q And Jack Jordan at that time was head of U.S. 9 necessary.
10 marketing, correct? 10 A With due respect, sir, it would be helpful for me
11 MR. BOISE: Object to the form, foundation. 11 to know the context of the document to answer your
12 THE WITNESS: Yes, that's correct. 12 questions.
13 QUESTIONS BY MR. SUGGS: 13 Q Sir, you don't know what my questions are. So why
14 Q And in this time period July 7, 2003, what were 14 don't you wait and listen to what my question is
15 your responsibilities with respect to Zyprexa? 15 first.
16 A This time frame of July 7, 2003, I was the general 16 My first question is: The first sentence of
17 manager of Lilly Australia and New Zealand. 17 this memo to the policy committee states quote, The
18 Q So you would have not had involvement with Zyprexa | 18 purpose of this document is to provide additional
19  inthe US,, correct? 19  information on topics associated with Zyprexa and
20 A That's correct at this time. 20 perceptions surrounding weight gain; is that
21 MR. BOISE: Object to the form. 21 correct, sir?
22 QUESTIONS BY MR. SUGGS: 22 MR. BOISE: Your question is that is what the
23 Q Did you ever work with Jack Jordan or Denice 23 first sentences reads?
24 Torres? 24 MR. SUGGS: Yes.
25 A Yes. 25 THE WITNESS: Yes.
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1 QUESTIONS BY MR. SUGGS: = is that data do not support a causal link between
2 Q If you could direct your attention to about the middle | 2 Zyprexa and diabetes; while the scientific

3 of the page there is a line across the page that says, 3 literature is mixed there does not appear to be

4 "New Zyprexa 'Focus' Team." 4 consistent differences among atypicals.

5 Do you see that? 5 QUESTIONS BY MR. SUGGS:

6 A Yes. 6 Q And what it says there, there does not appear to be
7 Q Then right below that the memo states in that first 7  consistent differences, that is essentially the

8 paragraph, in part, quote, As discussed during the 8  same thing as saying comparable rates, correct?
) recent Policy Committee meeting, there are already 9 MR. BOISE: Object to the form of the
10 multiple initiatives underway. In order to 10  question.
11 intensify our efforts, we have organized a Focus 11 THE WITNESS: No, I think this is a different
12 team whose charge is to deliver, by July 28, a more 12 statement.
13 assertive, fully integrated and customer-tested 13 QUESTIONS BY MR. SUGGS:
14 approach to changing the way key view |14 Q Different words, but it conveys the same sense,
15  and address this issue. 15  doesn'tit?
16 Do you see that language, sir? 16 MR. BOISE: Object to the form.
17 A Yes. 17 QUESTIONS BY MR. SUGGS:
18 Q Was that focus team still in existence when you 18 Q Zyprexa is no worse than anybody else?
19  took over as head of U.S. marketing in November of | 19 MR. BOISE: Object to the form.
20 2003? 20 A No. What this says, quite simply, is that data do
21 A I'm going to have to read further to understand 21 not support a causal link between Zyprexa and
22 what the focus team is they are referring to in 22  diabetes; while the scientific literature is mixed,
23 order to answer that question. 23 there does not appear to be consistent differences
24 Q Okay. Go ahead. 24 among atypicals.
25 A I'm not aware of that focus team being in existence |25 Q When it says "there does not appear to be

Page 71 Page 73

1 during my time as marketing director. No. 1 consistent differences among atypicals,” doesn't

2 Q Okay. Directing your attention to the following 2 that mean the company was saying that Zyprexa was
3 paragraph that states, quote, Our goal is to 3 no worse than anybody eise in terms of diabetes?
4 Influence key stakeholders (clinicians ... sales 4 MR. BOISE: Object to the form of the

(] representatives, patients, Wall Street, the media, 5 question, asked and answered.

6 Lilly senior management, caregivers and thought 6 THE WITNESS: No, I think —

7 leaders) with the facts about diabetes relative 7 QUESTIONS BY MR. SUGGS:

8 to the seriously mentally ill, Zyprexa, and other 8 Q That's common sense isn't it, sir?

9 atypical agents. Our message: "-- and then they list | 9 MR. BOISE: Object to the form of the

10 five different--pardon me, seven points, correct? 10 question.

11 A Yes, that's correct. 1 THE WITNESS: No, sir. I think that the

12 Q And point No. 4 was stated as a, quote, Data do 12 statement is very dear that what we are saying is
13 NOT -- it's in all caps and bold font. 13 data do not support a causal link between Zyprexa
14 "Data do NOT support a causal link between 14 and diabetes and that scientific literature is

15 2Zyprexa and diabetes; while the scientific 15 mixed and through that analysis, there does not
16 literature is mixed, there does not appear to be 16 appear to be consistent differences among the

17 consistent differences among atypicals"; is that 17 atypicals.

18 correct? 18 Q If you are saying there are no consistent

19 A Yes, that's what the document reads. 19  differences among the atypicals, doesn't that mean
20 Q Again the message is there is no causal 20 that Zyprexa is no worse than anybody else?

21 relationship? 21 MR. BOISE: Object to the form.

22 MR. BOISE: Object to the form of the 22 Dave, you asked it three times.

23 question. 23 MR. SUGGS: I'm trying to get a straight answer.
24 MR. SUGGS: Correct. 24 MR. BOISE: He has given you a straight

25 THE WITNESS: No. What this statement says, |25 answer. Move to strike your command.
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1 MR. SUGGS: No, he hasn't. 1 MR. BOISE: Object to the form of the

2 Q Doesn't -- when it says there is no consistent 2 question. The document speaks for itself.

3 differences, isn't that the same thing as saying 3 THE WITNESS: Iam going to have to read the

4 that Zyprexa was no worse than anybody else? 4 letter. Now you have asked the question that is

5 A No, sir, it's not. 5  going to require me to read it in order to be able

6 Q Iwould like to direct your attention to the second | 6  to answer your question.

7  page of the document. In about the middle of the | 7 QUESTIONS BY MR. SUGGS:

8 page there is a heading there for Corporate 8 Q Let me withdraw that question and ask you another

9 Response Letter. And it states, "On July 11, 9  question.

10 customers will begin to receive the Corporate 10 Do you see how in Dr. Breier's letter there

11 Response Letter (Attachment 1), a letter targeted |11  are several paragraphs that start off with bolded

12 to clinicians, delivered by their Lilly sales 12 font questions?

13 tative. The letter is written on behalf 13 A Yes, sir.

14 of Lilly and signed by Dr. Alan Breier." 14 Q The first one was: "Does Zyprexa cause diabetes?"

15 Do you see that language, sir? 15 MR. BOISE: That's not the first.

16 A Yes, Ido. 16 MR. SUGGS: I'm sorry. First —-

17 Q If I could direct your attention to the 17 MR. BOISE: First one that you asked about.

18  following - the other exhibit I handed you, which |18 THE WITNESS: Sir, I'm going to read the

19 s Exhibit 9201, which is sitting on the table in 19  letter if you are going to ask me questions about

20  front of you. 200 safte

21 A Um-hmm. 21 QUESTIONS BY MR. SUGGS:

22 Q Thatis, in fact, the letter that was being 22 Q Sir, you have not heard my question yet.

23 referred to there by Alan Breier, is it not? 23 MR. BOISE: It's a page and a half letter,

24 A Ican't say for certain that this is the letter 24  Dave, why don't you let him read it?

25  that this document is referring to. 25 MR. SUGGS: We have a lot of documents to get
Page 75 Page 77

1 Q TI'll represent to you, sir, that we have had 1 through here. We are not going to be able to get

2 testimony from Dr. Breier himself that this is 2 donein time. It just seems kind of odd that we

3 indeed a letter that he wrote that was, in fact, 3 take a break and right when we come back from the

4 distributed. 4 break, all of a sudden this witness now has to read

5 Do you have any basis to dispute that? 5  page by page every document that we put in front of him.

6 A No, sir, I do not. 6  Isthatjusta coincidence? I think not.

7 Q Okay. If I could direct your attention to -- by 7 MR. BOISE: David —

8 the way, do you recall that, in fact, a letter from 8 MR. SUGGS: Let me ask the questions.

9 Dr. Breier, this letter, was distributed to the 9 MR. BOISE: Your statement is offensive.

10  sales -- pardon me, distributed by the sales force |10 MR. SUGGS: If he needs to read the entire

11 to physicians? 11 document to answer the question I pose, I am happy

12 A No, sir, I do not. 12 togive him the time. I already did with the prior

13 Q But you were not in the country then at that time |13  question. Idon't think he’s going to need it for

14 in July or August or September of 2003, correct? 14 this. Here is my question —

15 A Yes, that's correct. I was in Australia. 15 MR. BOISE: Ask him the question. If he needs

16 Q Okay. If, in fact, the sales reps did distribute 16  toread it, I ask you to respect that; and I find

17 this letter to physicians, they would be using itas |17  your comments offensive and I move to strike them.

18 a promotional piece, correct? 18 MR. SUGGS: 1did. Well, it seems more than

19 MR. BOISE: Object to the form of the 19 alittle coincidental to me.

20 question. 20 MR. BOISE: Move to strike your comment.

21 THE WITNESS: No, sir, that's not necessarily |21 QUESTIONS BY MR. SUGGS:

22 the case. 22 Q Directing your attention to Exhibit 9201, there is

23 QUESTIONS BY MR. SUGGS: 23 in the third paragraph a boided question says: "Does

24 Q Well, this letter does, in fact, promote the 24 Zyprexa cause diabetes?” Do you see that language, sir?

25 A Yes, sir I do.

message that Zyprexa is safe, does it not?

20 (Pages 74 to 77)
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1 Q And the answer to that in the first sentence is: 1 A Yes, sir. What we are saying is that the available

2 "The available data do not establish a causal link 2 data do not establish a causal link between

3 between diabetes and Zyprexa - or any other 3 diabetes and Zyprexa.

4 antipsychotic, for that matter." 4 Q And if you are making that claim then you are

5 Do you see that language? 5 denying that there's a causal relationship,

6 A Yes, sir1do. 6  comrect?

7 Q And that's essentially saying the same thing that 7 MR. BOISE: Object to the form, asked and

8  we saw before in Exhibit 1941, when in response to | 8  answered.

9 adoctor saying that he was concerned about 9 THE WITNESS: No, sir, we are saying that the
10 diabetes, the sales reps were told to say, "Inevery |10  available data do not establish a causal link
11 study examining the subject, no causal relationship [11  between diabetes and Zyprexa.
12 has been established between patients being treated | 12 QUESTIONS BY MR. SUGGS:
13 with Zyprexa and the onset of diabetes.” Those are |13 Q Well, does the company admit that Zyprexa can cause
14 certainly saying the same thing, isn't it, sir? 14  diabetes?
15 MR. BOISE: You are reading from 1941 now? 15 MR. BOISE: Object to the form, asked and
16 MR. SUGGS: Yes. 16  answered.
17 MR. BOISE: Read from this one over here. 17 THE WITNESS: No, sir. Our position is that
18 THE WITNESS: He is asking me to compare? 18  the available data do not establish a causal link
19 MR. BOISE: He is asking you to compare 1941 |19  between diabetes and Zyprexa at this time.
20 under Item 6, David? 20 QUESTIONS BY MR. SUGGS:
21 MR. SUGGS: Yes. 21 Q Then if I could direct your attention back to
22 THE WITNESS: Sir, in the context of what our | 22 Exhibit 9201, at the bottom of the first page there
23 reps can say promotionally, the words that we 23 is a paragraph with the bolded question, "Given the
24 choose are important. If the words are identical I 24 weight gain profile of Zyprexa, how can Lilly claim
25 would agree with you it is the same statement. If |25  'no consistent differences’ for treatment-emergent

Page 79 Page 81

1 they are not identical then the different words are 1 diabetes among patients treated with

2 important. 2 atypicals?"

3 QUESTIONS BY MR. SUGGS: 3 Do you see that language?

4 Q So you think there is a significant difference 4 A Yes, sir, 1 do.

5 saying, "The lable data do not establish | 5 Q And then in about the middle of the paragraph there
6 a causal link between diabetes and Zyprexa," in the | 6 is a sentence that states, "The fact is,

7 2003 letter, and the language in the 2003 Area of 7 head-to-head clinical studies and epidemiology

8 Concern document. "In every study examining the 8 studies show no consistent or clinically

9 subject, no causal relationship has been 9 significant difference in the risk of diabetes

10 established?" What's the difference there? I guess |10 among patients treated with different atypical

11 I'm just not getting it. 11 antipsychotics, despite differences in the

12 MR. BOISE: Object to the form of the 12 respective weight gain profiles.”

13 question. 13 Do you see that language, sir?

14 QUESTIONS BY MR. SUGGS: 14 A Yes, sir, 1 do.

15 Q In both instances the company is denying that 15 Q And that was the message that sales reps were
16  Zyprexa causes diabetes, correct? 16  expected to use with physicians, correct?

17 MR. BOISE: Object to the form of the 17 MR. BOISE: Object to the form of the

18 question. 18 question, vague.

19 THE WITNESS: No, sir, that is not correct. 19 You are in this time period?
20 What the company is saying, “The available data do |20 MR. SUGGS: Yes.
21 not establish a causal link between diabetes and 21 MR. BOISE: Okay.

22 Zyprexa." 22 THE WITNESS: No, sir. This -- this document
23 QUESTIONS BY MR. SUGGS: 23 is not an approved document for 2 sale

24 Q And it's your testimony that that does not deny 24 representative to communicate. It's a document
25 that Zyprexa causes diabetes? 25 with Alan Breier’s statements to physicians.
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1 QUESTIONS BY MR. SUGGS: 1 Q He was working on Zyprexa at that time in 2000, was

2 Q Well, sir, the sales reps, according to 2 henot?

3 Exhibit 995, were instructed to deliver this to 3 MR. BOISE: Object to the form.

4 dinicians, correct? 4 THE WITNESS: I can't confirm that. I'm not

5 A Yes, sir, that's correct. 5 certain.

6 Q And if they deliver it to the physicians and they 6 QUESTIONS BY MR. SUGGS:

7 leave it with the physician, that's the message 7 Q And he is not a psychiatrist, is he?

8 that's being delivered by the sales rep, correct? 8 A No, sir, he is not.

9 MR. BOISE: Object to the form, vague. 9 Q He is an endocrinologist, isn't he?

10 THE WITNESS: No, sir — 10 A I believe that's correct, yes.

11 MR. BOISE: Compound. 11 Q In fact, he was originally working on the side of

12 THE WITNESS: The sales representatives would |12  the company that was dealing with diabetes,

13 deliver this letter to the doctor and they would 13 comrect?

14 use the promotional materials which have been 14 MR. BOISE: Object to the form.

15 approved for our rnedlml-legal regulatory process 15 THE WITNESS: Yes, that's correct.

16 for their p | and of the 16 QUESTIONS BY MR. SUGGS:

17 memge 17 Q He was brought into the Zyprexa -- strike that.

18 QUESTIONS BY MR. SUGGS: 18 He was brought in to work on Zyprexa issues in

19 Q Well, the message that was communicated by Lilly to [ 19  connection with the diabetes issue, correct?

20  the physicians in this letter was, there is no 20 A Idon't know, sir.

2l §i¢ differences b the atypical 21 Q IfI could direct your attention to page 2 of the

22 correct? 22 document. There is a heading there Market

23 MR. BOISE: You are referring back to 9201 23 Research. It starts off by saying, “There are two

24 now? 24 groups of MDs - the 60% who do not see diabetes

25 MR. SUGGS: Yes. 25  asa particular concern with APs and the 40% who
Page 83 Page 85

1 THE WITNESS: Do you want me to read this to i are concerned.”

2 you, sir? Is that what you are asking? 2 Do you see that language, sir?

3 MR. SUGGS: No. Let me withdraw that 3 A Yes,sir, Ido.

4 question. 4 Q Was it your understanding that the acronym "APs"

5 Q Sir, do you recall that the comparable rates ) stands for antipsychotics?

6  message was developed in 2000? 6 A Yes, sir, that's correct.

7 A Idon't know specifically the time frame where the 7 Q Was it your understanding in late 2000, early 2001

8 comparable rates ge was developed. 8 that there were two groups of M.D.s, the 60 percent

9 Q Let me hand you what's been previously marked as 9 who do not see diabetes as a particular concern and

10 Plaintiffs' Exhibit 5849, which for the record is a 10 the 40 percent who were concerned?

11 PowerPoint presentation bearing the date December 14, | 11 A Yes, that's consistent with my recollection.

12 2000. On the bottom left-hand corner, there's also 12 Q If I could direct your attention to page 5.

13 a handwritten note at the top saying “meeting 13 By the way, have you ever seen this document

14 12-14-2000, Zyprexa strategy with increased glucose 14 before?

15  and weight gain." 15 A Idon't recall having seen it before, no.

16 1'll also represent to you, sir, that this 16 Q If I could direct your attention to page 5. There

17  document was according to the database that was 17 is a heading at the top that says, "Zyprexa and

18  provided to us by Lilly came from the files of 18  Diabetes - what we want physicians to think."

19 Dr. John Holcombe. 19 Do you see that?

20 Do you know Dr. John Holcombe? 20 A Yes,sir, 1 do.

21 A Yes, Ido. 21 Q Ithas at the top the Key Message, and the key

22 Q Whois he? 22 message was: "Diabetes may occur in patients on

23 A I'm not sure what Dr. Holcombe's title is. I'm not 23 antipsychotics and/or MSs" -- does that stand for

24 sure if he is still with Lilly but he is a 24 mood stabilers — mood stabilizers?

physician,

25

A Yes, sir, it appears that's what that is referring
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1 1 QUESTIONS BY MR. SUGGS:
2 Q It says, "Diabetes may occur in patients on 2 Q Could anyone post information on the knowledge
3 antipsychotics and/or mood stabilizers including 3 management — strike that.
& Zyprexa, at rates that are comparable to each 4 Could anyone post documents or information on
5  other” 5  the knowledge management database?
6 Do you see that language, sir? 6 A Sir, I'm not certain what the specific requirements
7 A Yes, sir, I do. 7  are for a knowledge management posting.
8 Q Do you recall that in 2000 that was what Lilly 8 Q Well, it couldn't just be some rogue person
9 wanted doctors to think? 9 g up thing on a database, could it?
10 A No, sir, I can't tell that from this message for a 10 MR. BOISE Object to the form of the
11 couple of reasons. One is that this is - I can't 11 question, vague, foundation.
12 tell who the author of this is and whether this is 12 THE WITNESS: No, sir.
13 ap decision or Also 13 QUESTIONS BY MR. BOISE:
14 mereamporﬁonsofmedommentmatrefermlt 14 Q It would -- anything that was going up on the
15 as a draft. 1 think it's somebody's draft proposal 15 would have been
16  for what a key message would be -- would be my 16  reviewed within the company to make sure it was
17  interpretation of the document. 17  consi with the of the with
18 Q Okay. Sir, if a document is on the knowledge 18  respect to the product, correct?
19 managmnentdmbase does that mean that the 19 MR. BOISE: Object to the form of the
20 pp from the brand team? |20  question, foundation.
21 A No, sir. Evey on knowled is|21 (Sirens sounding.)
22 nota nor is it ily a 22 THE WITNESS: It's importannunote there
23 that's been app for use with 23 isalot of infc in k that
24 customers. 24 hasmﬂﬂngmdow@ourlmermxsmﬁnm
25 MR, BOISE: Dave, I will note that you 25 C or our There is

Page 87 Page 89
1 represented the document came from the files 1 around exp eporting,
2 of John Holcombe, right? 2 around company car utilization. It's a widespread
] MR, SUGGS: This document came from John 3 useage of knowledge management that is well beyond
4 Holcombe. 4 just our promotion message.
5 MR. BOISE: I don't want you to mislead him. 5 MR. SUGGS: Areycmpodargupthesrms’
6 That's all. 6 THE VIDEOGRAPHER: We are off the record.
7 MR. SUGGS: Okay. I'm not misleading him. '/ (Discussion off the record.)
8 MR. BOISE: I just want to make sure that you 8 THE VIDEOGRAPHER: We are back on the record.
9 weren't suggesting that this was off the knowledge 9 QUESTIONS BY MR. SUGGS:
10 management. 10 QOkay Sir, to the extent documents found on the
11 MR. SUGGS: No, the next one I want to talk 1 d did talk about
12 about is. 12 company products like Zyprexa and did talk about
13 MR. BOISE: Ask him the question. That's all. 13 the messages of a product like Zyprexa, would it be
14 QUESTIONS BY MR. SUGGS: 14 fair to say that those materials would have been
15 Q Who was it that would post documents on the 15 reviewed by management before they were put on
16 led ? 16  there for the sales reps to - to view?
17 A 1don't know the specific associate who would post 17 MR. BOISE: Object to the form of the
18 that, but there would be an associate in 18 question, foundation.
19 Indianapolis that would post the knowledge 19 THE WITNESS: Foranydocumentthars -on
20 management documents, 20 Qf that is d d for the reps
21 (Conference room phone ringing.) 21 touse pmmotlonany with their customers would

MR. BOISE: Off the record for a moment. 2 have gone through our normal medical/legal/

MR, SUGGS: Off the record.
(Discussion off the record.)
THE VIDEOGRAPHER: We are back on the record.

25

regulatory process.
There may also be informational documents that
are clearly not intended for representatives to use
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with their -- with clinicians which would not be 1 antipsychotics.”
2 part of the promotional message. 2 Do you see that language, sir?
3 QUESTIONS BY MR. SUGGS: 3 A Yes, sir, I do.
4 Q Okay. But if there are documents that are on the 4 Q That's essentially the same market research that we
5 for sales reps to use 5  saw referenced in the earlier document, the one
6 to inform them about the product, even if the 6 just before this, Exhibit 5849.
7 document was not intended for use in detailing per ¥ § And it's also consistent with what your
8  se, the information in that document would have 8 understanding was back in that time frame, correct?
9 been reviewed by management before it was put out 9 A Yes, sir, that's correct.
10 there for sales reps, wouldn't it? 10 Q Okay. Then in the bottom part of that paragraph,
1 MR. BOISE: Object to the form of the question, 11 four and a half lines up above from the bottom, it
12 foundation. 12 states, quote, The other 40% of our psychiatrists
13 THE WITNESS: Yes, sir, that's correct. 13 have specific concerns about ZYPREXA and diabetes,
QUESTIONS BY MR. SUGGS: 14 and perhaps half of this group has begun to shy
15 away from ZYPREXA because of their concerns.
16 Do you see that language, sir?
17 A Yes, sir, I do.
18 Q And was that consistent with your understanding
19 back at that time?
20 A Yes, sir, that's correct.
23 Do you have any basis to dispute either the
24 date of the document or that it was, in fact, on
25  the knowled ?
Page 91 Page 93
1 MR. BOISE: Is your date based on the fax line
2 or some other data point?
3 MR. SUGGS: It's based not only on the fax line
4 but also on the date that is on the database for the
5 document.
6 THE WITNESS: 1 can't determine the specific 6 Q So at least by February of 2001 the sales reps
7 timing of the document, but I have no reason to 7 would have had this information made available to
8 dispute the date that you indicated. 8 them in the knowledge management database, correct?
9 QUESTIONS BY MR. SUGGS: 9 A Sir, I can't tell from this document whether this
10 Q Okay. If I could direct your attention to page 5. 10 was information made available to the sales
1 There are a number of different numbers on this 11 representatives. It's not ciear where this
12 document. 1'm going to be referring to the numbers | 12 document came from or least in the portions you
13 that are sort of in bold font in the lower right-hand 13 have allowed me to read thus far who it was
14 corner about an inch and a half or so from the 14 intended for.
15 bottom, 15 And also there is a comment saying that the
16 A Okay. 16 document has not been proofread — proofread, which
17 Q Okay. And on that page in the right-hand column in | 17 suggests to me that perhaps it's not a final
18 the first paragraph it starts off by saying, 18 document, maybe in draft form.
19 "Market research” -- you see where I'm at? 19 Q Well, sir, I'll represent to you that in its
20 A Yes. 20 answers to interrogatories in this case Lilly has
21 Q Starts off by saying, "Market research has shown 21 stated on the record to us that this document was
22 that there are two groups of physicians with whom 22 on the knowledge management database and made
23 we must be prepared to deal. First, there is a 23 available to sales reps. That's my understanding
24 group representing about 60% of psychiatrists who do | 24 of what their answers to interrogatories are with
b 13 not view diabetes as a particular concern with 25 respect to this document.
24 (Pages 90 to 93)
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You don't have any basis to dispute that, do
you?
A No, sir, I don't, other than the sentence on there
about the document not having been proofread would
be inconsistent with what I would expect to be in

knowledge management.

Q Okay. If I could direct your attention to page 8.

In the right-hand column there is a heading, Market
research testing, and then there are two paragraphs
below that, correct?

MR. BOISE: Under that heading?

MR. SUGGS: Correct.

THE WITNESS: Yes.

QUESTIONS BY MR. SUGGS:

Q And the second paragraph it starts off by saying,
"If we deliver the right message to the depth
required, we can get physicians thinking. And
with the "air cover” that is being provided
in CME programming and other peer-to-peer
programs, it is our intent to reframe this issue
over time so that fear of diabetes does not become
a reason to avoid starting a patient on ZYPREXA."

Do you see that language?
A Yes, sir, 1 do.
Q Now, when it refers to CME programming, that refers

SRERNNEBEENaLhEEREBvavonasawnm

Q What does it mean when it talks about air cover?

A I'm not sure how to answer your question other than
it's - that it's the -- characterizing CME
programming and other peer-to-peer programs is air

cover.

Q And Lilly did have what you referred to as a Lilly
speakers bureau, correct?

A Yes, sir, that's correct.

Q And that is composed of physicians, correct?

A Yes, physicians and other healthcare providers.

Q Hired by Lilly, correct?

A Lilly has a contract with the physician to speak on
our behalf.

Q As part of that or their speaking they would give
presentations on this issue of the relationship
between Zyprexa and diabetes, correct?

A Yes. That could be a portion of the message they
would be delivering to customers.

Q So Lilly would hire doctors to speak to other
doctors discussing the issue of diabetes and
Zyprexa and those physicians that were hired were
expected to give the message that there were
comparable rates of diabetes; isn't that correct?

Page 95
to continuing medical education programs?

A Yes, sir, that does.

Q And am I correct that Lilly hired physicians to
deliver presentations at continuing medical
education meetings where the issue of diabetes
would be addressed?

MR. BOISE: Object to the form of the
question, foundation.

THE WITNESS: No, sir. Lilly does not hire
physicians to make pr 1s at CME prog

QUESTIONS BY MR. SUGGS:

Q What is the “air cover” that is being referred to
there?

A This is referring to peer-to-peer speaker programs;
and it's also referring to CME programs.

Q Well, what is a peer-to-peer programs?

A Peer-to-peer program in this context would be a
promotional program. And in that case it would be
a speaker, part of the Lilly speaker bureau,
speaking on Lilly's behalf in a promotional
program.

Q Okay. And what is the air cover that was being
referred to there?

A Air cover appears to be describing the CME

WONOWV L WN =

Page 97

MR. BOISE: Object to the form of the
question, vague, compound, time frame.

THE WITNESS: My interpretation of "hire"
means that these physicians were Lilly employees,
which would not be the case.

QUESTIONS BY MR. SUGGS:
Q Iwas not saying they were Lilly employees.

Lilly paid the physicians to go out and give
those presentations, correct?

MR. BOISE: Objection, vague.

THE WITNESS: Yes, the physicians were

for the presentations they made.
QUESTIONS BY MR. SUGGS:
Q Let’s talk about what they said.

The reason why this memo or this document
refers to those peer-to-peer programs as being air
cover was because the doctors that were giving
those presentations were being paid by Lilly to
give presentations that gave the comparable rates
message; isn't that correct?

MR. BOISE: Object to the form of the
question, compound.

THE WITNESS: I cannot tell from this document
in this paragraph what message the doctors were

1 would have to go back and look at

programming and other peer-to-peer prog

9

25 (Pages 94 to 97)
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1 the approved slides, which would be approved for
2 those programs, to look at what the specific
3 message doctors were delivering.
4 QUESTIONS BY MR. SUGGS:
5 Q Well, Lilly did not pay doctors to go out and talk
6 other doctors and say that Zyprexa had a higher | @
7 rate of diabetes, did it? °
8 A No, sir, we didn't.
9 No.
10 If I could direct your attention to page 25.
11 The title on that page is "Hyperglycemia Sell Sheet
12 Message Script," correct?
13 MR. BOISE: Let him get to the page.
14 THE WITNESS: .
15 QUESTIONS BY MR. SUGGS:
16 Q The title on page 25 is "Hyperglycemia Sell Sheet
17 Message Script," correct?
18 A Yes. 18
19 Q This was a script -- this message script was for 19
20 sales reps, was it not?
21 A Yes. This is clearly designed for sales a
22 representatives; but, again, I can't tell from the
23 document whether it's a final version or not. I
24 would have to refer to the actual promotional
25 material. !
Page 99 Page 101
1 Q When sales reps were provided scripts, they were :
2 expected to follow the script, were they not?
3 A The scripts were part of their training documents, 3 MR. BOISE: The question is whether he has
4 so certainly their message is required to be 4 heard that before?
5 consistent with the final message script that would 5 MR. SUGGS: Yes.
6  support the promotional document; but we didn't ] 'THE WETNESS: No, sir, I haven't.
4 expect sales representatives to memorize a script 7 UESTIONS BY MR. SUGGS:
8 like this and then to communicate it word for word
9 to the doctors.
10 Q They did not have to do it word for word; but you
1 certainly did not expect or intend for them to give
12 any presentation that differed in substance from 12 Q And in this statement that was on the knowledge
13 what was provided, correct? 13 management database, it's saying that the incidence
14 A Yes, that's correct. 14 of diagnosed treatment-emergent diabetes was
15 comparable between Zyprexa and risperidone and also
16 between Zyprexa and haloperidol, correct, or
17 Haldol?
18 MR. BOISE: Object to the form.
19 THE WITNESS: What the document is saying is
20 that in this head-to-head data, so It's referring
21 to specific head-to-head data
22 We would have to see the sell sheet to know
23 what head-to-head data it's refernng to, that the
24 incidence of diagnosed treatment-emergent diabetes
25 was comparable between Zyprexa and risperidone and

Golkow Technologies, Inc
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Page 104

ik also between Zyprexa and haloperidol. 1 A No.
2 QUESTIONS BY MR. SUGGS: 2 Q If I could direct your attention to Exhibit 1901.
3 Q It's your testimony that Dr. Beasley - well, let 3 It starts off about a third of the page down with a
4 me ask you this -- I want to make sure to cover all | 4 heading of Situation Overview, and it states below
5 that, quote, The competition has been trying to
6  convince our customers that ZYPREXA is not
7  appropriate for many patients because of weight
8 gain and the risk of hyperglycemia and diabetes.
9 For our Lilly counterparts in the Retail Psych
10 market, hyperglycemia, slash, diabetes has become a
11 major obstacle. In October 2000, 60% of the
12 MR. BOISE: Object to the form, foundation. 12 psychiatrists surveyed in market research stated
' 13 that they believed there was a link between ZYPREXA
14 and hyperglycemia, slash, diabetes. In April 2001,
15 QUESTIONS BY MR. BOISE: 15  that number increased to 100% of psychiatrists
. 16  surveyed. You can see that in a short period of
17 time, perceptions can change dramatically.
18 A Could you repeat the original question again? 18 Do you see that language, sir?
19 MR. SUGGS: Sure. 19 A Yes.
20 Could you read it back to him, please? 20 Q Now, at this time in January of 2002 were you still
Record read. working in U.S. marketing or were you over in
Australia at that time?
A I'msorry. Iwas in Australia.
UESTIONS BY MR. SUGGS: Q Okay. Do you have any basis to dispute the
.— statistics that are referred to in that first
Page 103 Page 105
1 paragraph regarding the percentage of psychiatrists
! 2 who were surveyed believed there was a link between
3 Zyprexa and hyperglycemia?
4 MR. BOISE: Could you read back the question? | 4 A No, I do not.
5 MR. SUGGS: Can you read it back? 5 Q Isthat, in fact, consistent with what your
6 Record read. 6 understanding was?
® 7 MR. BOISE: At that time period?
8 MR. SUGGS: I'm going to hand you next what's | 8 MR. SUGGS: In that time period.
9 been previously marked as Plaintiffs' Exhibit 1901. 9 THE WITNESS: I can't speak to the
10 And I'm also going to hand you what we'll have 10 percentages, but I'm certainly aware that there
11 marked as Exhibit 4. 11 were psychiatrists who had a perception that there
12 (Deposition Exhibit 4 marked for 12 was a link, yes.
13 identification.) 13 QUESTIONS BY MR. SUGGS:
14 QUESTIONS BY MR. SUGGS: 14 Q Would you agree with me, sir, that the longer
15 Q By the way, when you make copies of Exhibit 4 and | 15 Zyprexa was on the market the more psychiatrists
16 Exhibit 5, for the record, I would like those to be 16 became concerned about the issue of diabetes with
17 color copies. I did not notice you wrote a note. 17 the drug?
18 g 18 MR. BOISE: Object to the form, vague.
19 For the record, Exhibit 1901 was dated 19 THE WITNESS: Yes.
20 January 14, 2002, according to the database 20 QUESTIONS BY MR. SUGGS:
21 provided to us by Lilly, and Lilly has represented 21 Q Okay. About the middie of the page there's a
22 to us in answers to interrogatories in the Alaska 22 paragraph that starts off, "By knowing the
23 litigation that this document, Exhibit 1901, was 23 facts” - do you see that?
24 also in the knowledge management database. 24 A Yes.
25 Do you have any basis to dispute that? 25 Q It states, "By knowing the facts, you can more
27 (Pages 102 to 105)
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1 effectively and efficiently handle any objections 1 and the second paragraph under that heading it
2 raised by physicians BEFORE it becomes an issue. 2 states in bold language in the first sentence, "Our
3 Four Key Message points in bold," and then there 3 goal is to continue to drive new patient starts on
4 are some bullet points below that, correct? 4 ZYPREXA, keep patients on therapy longer, and
5 A Yes. 5 ensure the appropriate dose as utilized," correct?
6 Q The four key points were, quote, Patients treated 6 MR. BOISE: Your question is that what the
7 with ZYPREXA, risperidone, haloperidol, divalproex, | 7 first sentence says?
8 and ziprasidone in clinical trials had comparable 8 MR. SUGGS: Yes.
9 rates of diabetes and hyperglycemia, even when the | 9 THE WITNESS: Yes.
10  data was analyzed in 3 different ways, correct, was |10 QUESTIONS BY MR. SUGGS:
11 one of them? 11 Q Okay. And then towards the bottom of the page it
12 A Yes. 12 refers to "Explanation of Diabetes Sell Sheet
13 Q Second one was that there is no direct one toone | 13 (OL 21620)."
14 correlation between weight gain and diabetes, 14 Do you see that?
15  correct? 15 A Yes, sir.
16 MR. BOISE: Object to the form. 16 Q Am I correct that what we marked as Exhibit 4
17 THE WITNESS: The point actually says, 17 is the diabetes sell sheet that is being referred
18  "Although weight gain is one of the risk factors 18  tothere?
19  associated with diabetes, it is there is no direct 19 A Yes, that's correct.
20 1:1 correlation. Weight gain can happen 20 Q Okay. And we can tell that by looking at the
21 independent of diabetes, and diabetes can happen |21 number on the last page; am I correct?
22 independently of weight gain." 22 A Yes, that's correct.
23 QUESTIONS BY MR. SUGGS: 23 Q It bears the number OL21620, and it says it was -
24 Q And if we look up above these bullet points, they |24  apparently has a copyright date of 2001, correct?
25 say "Four Key Message points in bold" and that 25 A Yes.
Page 107 Page 109
1 language itself is in bold, correct? 1 Q And what this explanation does is it refers to the
2 A Yes. 2 different parts of the sell sheet and says why they
3 Q The four key message points in bold were, No. 1, 3 are there and what things mean, correct?
4 comparable rates. No. 2, there is no direct 4 MR. BOISE: Do you have a copy of the sell
5 one-to-one correlation. 5 sheet?
6 Diabetes is common in the general aduit 6 MR. SUGGS: Idon't.
7 population and is even more common in psychiatric | 7 MR. BOISE: Okay.
8 patients, correct? 8 MR. SUGGS: Sorry.
9 MR. BOISE: Object to that characterization. 9 MR. BOISE: I'll peek.
10 QUESTIONS BY MR. SUGGS: 10 QUESTIONS BY MR. SUGGS:
11 Q And the third -- or the fourth bolded key factor
12 was -- or key message was, A number of factors
13 affect a person's risk for diabetes.
14 Those were the bolded key messages being
15  referred to, correct?
16 MR. BOISE: Object to the form, added a few
17 words. 17 Q And the heading of the — right below that says,
18 THE WITNESS: What you described was close to | 18 "Patients treated with ZYPREXA had rates of
19 what's bolded there, not exactly. 19 diabetes and hyperglycemia comparable to those in
20 QUESTIONS BY MR. SUGGS: 20 patients treated with nsoendot"\e, f_\aiopendol and
21 Q Okay. Sorry if I added an extra word in there. 21 divalproex sodium in dinical trials,” correct?
22 MR. BOISE: It was two. 22 A Yes, it states that. And there's also an asterisk
23 MR. SUGGS: Two extra words. 23 which guidgs the physician toward the study
e e ey, | (R
25

second page. There is a heading called "Strategy,"
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Q And if we look at Exhibit 1901 at the very bottom
of page 2, it refers to that second graph and it
says, "The second graph measuring
baseline-to-endpoint changes in blood glucose
presents information from a bulleted point in a
previous sales aid, with the addition of the Pfizer
study," correct?

A Yes, that's what it says.

Q So apparently this same data had been used in a
sales aid or sell sheet before this time, correct?

MR. BOISE: Object to the form,
mischaracterizes,
THE WITNESS: What it says to me is that there
was a previous sales aid that had a bulleted point;
but it does not say that this exact data was
necessarily in a previous sales aid. I can't tell
from the document.

iSI'IONS BY MR. SUGGS:

ONOO U D WN

9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
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studies that patients treated with Zyprexa had
rates of diabetes and hyperglycemia comparable to
those in pati treated with risperi and
haloperidol and divalproex sodium in dinical
trials.

1 think the context of this message statement
in the context of the available dinical trials is
important to be comprehensive.

Q According to Exhibit 1901, the second key message
point was that there is no direct correlation
between weight gain and diabetes, correct?

A I'm sorry. Where are you looking now?

MR. BOISE: Back to —

MR. SUGGS: Looking at Exhibit 1901.

MR. BOISE: Exhibit 1901, which is this
document, back to the first page of that document.

THE WITNESS: Okay.

MR. BOISE: Your question is the second point?

QUESTIONS BY MR. SUGGS:

Q The second mean -- what they refer to as the second
key message point was that there is no direct
one-to-one correlation between weight gain and
diabetes, correct?

MR. BOISE: Object to the form of the
question.

Page 111

Q That's a long way of saying that the main message
point of No. 1 was comparable rates, correct?

MR. BOISE: Object to the form, restrict your
characterization.

QUESTIONS BY MR. SUGGS:

Q If we go back to the first page of Exhibit 1901,
the four key message points in bold, was comparable
rates, correct?

A The message for the reps to communicate, though, and
this is important in terms of how we teach them, is
that, yes, comparable rates of diabetes and hyperglycemia
among psychotropics is a message point; but it's
also important to communicate the supporting data
and the remaining comments that is referring these

SEBe8EEeN- B8B--Ccovouvnun -

Page 113
THE WITNESS: The second message point
described in the resource guide is, that aithough
weight gain is one of the risk factors associated
with diabetes, there is no direct one-on-one correlation.
Weight gain can happen independently of diabetes and
I can happen ind ly of weight gain.
QUESTIONS BY MR. SUGGS:
Q If I could direct your attention to second page of
Exhibit 1901, There's a heading on the - that
page about Message Point #2, correct?
MR. BOISE: Do you mean the third page, David?
MR. SUGGS: No, referring to the second

QUESTIONS BY MR. SUGGS:
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1 Q Do you know who it was that concluded thatitwas | 1  question.
2 essential to weaken this link in order to 2 THE WITNESS: Clearly, when I read this
3 neutralize the diabetes/hyperglycemia issue? 3 document what we are referring to because it talks
4 A No,Idon't. Ican'ttell who authored the 4 initially about the competition having created
5 document. 5 perceptions around risk of hyperglycemia in Zyprexa
6 and diabetes with Zyprexa, and what we are trying
7 to do here is really articulate what our dinical
8 trial data indicates around the real risk of
9  diabetes for patients on Zyprexa. And that, in
10 fact, throughout clinical trials we saw a
11 comparable rate of diabetes and hyperglycemia among
12 the psychotropic agents as identified in Message
13 Point #1, that to understand the link between
14 weight gain and hyperglycemia that - although,
15  weight gain can be a risk for hyperglycemia, that
16  even among those patients with substantial weight
17 gain a significant percentage of them had no glycemic
18  abnormalities at all.
19 So the piece was designed to -- the
20  characterization to neutralize is to offset some of
21 the misperceptions in the market place.
22 Q This piece was designed to neutralize any concerns
23 that physicians had about diabetes and Zyprexa,
24 correct?
25 MR. BOISE: Objection, mischaracterizes his
Page 115 Page 117
1 testimony.
2 QUESTIONS BY MR. SUGGS:
3 Q It's the Summary -- the bottom line Summary of this
4 sales aid is, "Neutralizing any concern from our
5 customers will be essential to the future growth of
6 2ZYPREXA in this marketplace.”
7 MR. BOISE: Is your question it that what the
8 words say?
9 Q Sir, twice in this E-mail - pardon me, in this 9 QUESTIONS BY MR. SUGGS:
memo the document talks about neutralizing 10 Q Is that the bottom line of the Summary?
u concerns, does it not? 11 MR. BOISE: Is that what the last line of the
12 MR. BOISE: Look through the document and see. |12 Summary says? Is that your question?
13 QUESTIONS BY MR. SUGGS: 13 MR. SUGGS: My question stands.
14 Q If you look at the first paragraph, I can point two out | 14 MR. BOISE: Object to the form of the
15 right away. The first is right under the discussion of 15 question, vague.
16 Message Point #2. It states, quote, We believe it 16 What do you mean by bottom line?
17 is essential to weaken this link in order to 17 QUESTIONS BY MR. SUGGS:
18 neutralize the diabetes/hyperglycemia issue, and 18 Q Sir, do you know what the bottom line is?
19 the concluding sentence of the Summary which says, |19 A Iassume, by "bottom line" you mean the last line
20 "Neutralizing any concern from our customers 20 in the Summary.
21 will be essential to the future growth of ZYPREXA 21 Q It happens to be the last sentence in that Summary;
22 in this marketplace.” 22 it also happens to be the fact with respect to the
23 The company obviously wanted to neutralize 23 purpose and goal of this seil sheet was to
24 physicians' concerns about diabetes, correct? 24 neutralize any concern that physicians had about
25 MR. BOISE: Object to the form of the 25 2Zyprexa having a higher incidence of diabetes.
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Page 120

1 MR. BOISE: Objection, move to strike the 3 THE WITNESS: Sir, the purpose of the sell
2 : 2 sheetis to communicate to clinicians the risk and
3 QUESTIONS BY MR. SUGGS: 3 benefits of our products recognizing they are going
4 Q Isn'tit? 4 to make the ultimate decision.
5 MR. BOISE: Object to the form of question. 5 Certainly, a goal is to increase the sales of
6 THE WITNESS: No sir, that's not what I said. 6  the product for what diinicians determine to be the
7 QUESTIONS BY MR. SUGGS: 7 appropriate patients for our product.
8 Q I know that's not what you said, but the fact of the | 8 QUESTIONS BY MR. SUGGS:
9 matter is that the sell sheet was designed to 9 Q Iassume, sir, that you are aware of the consensus
10 neutralize concerns physicians had about Zyprexa 10 confe e of the Ar Diabetes Association and
11 having - causing more diabetes than other drugs; |11  the American Psychiatric Association in November of
12 isn't that correct? 12 2003, correct?
13 MR. BOISE: Objection, asked and answered. 13 A Yes, sir, 1 am.
14 THE WITNESS: No, sir. The sell sheet was 14 Q Okay. You came back to the U.S. to head up U.S.
15  designed to communicate the results from our 15  marketing in November of 2003?
16 clinical trials and our analysis of what the risk 16 A Yes, that's correct.
17 of diabetes was associated with Zyprexa and other |17 Q And in November of 2003 there was a consensus —
18 psychotropic agents. 18  you know what, let me — before I get into that, we
19 QUESTIONS BY MR. SUGGS: 19  have to mark this as the next exhibit.
20 Q Sir, a sell sheet is designed to increase sales,
21 correct?
22 MR. BOISE: Object to the form of the
23 question.
24 (Conference room phone ringing.) 24 MR. BOISE: He did not bring enough for the whole
25 THE WITNESS: Sir, a sales sheet is a 25  dass, so I'll have to look over your shoulder.
Page 119 Page 121
1 promotional document that is designed to 1 QUESTIONS BY MR. SUGGS:
2 communicate in a fair balanced matter 2 Q IfI could direct your attention to the last page.
3 consistent with the FDA regulations, both the 3 By the way, would you agree that this document —
4 benefits and the side effects of our product, and 4 would you characterize this document as a sell
5 to increase the usage of our product for 5  sheet or brochure or something different?
6 appropriate patients. 6 A I think both brochure and/or sell sheet would
7 QUESTIONS BY MR. SUGGS: 7 probably be a reasonable characterization of this.
8 Q To increase sales, correct? 8 Q If you look at the last page at the very bottom
9 MR. BOISE: Object to the form, asked and 9 there is number 60, dash, OL26280.
10 answered. 10 Do you see that?
11 THE WITNESS: Sir, the purpose of our sell 11 A Yes.
12 sheets is to communicate the benefits and risks of 12 Q What does that refer to?
13 our product consistent with the promotional A That's a reference number so that we know what the
14 guidelines that we work under through our good document is.
15  promotional practices and to increase the sales of
16 the product and the use of the product in the
17 context of appropriate patients.
18 QUESTIONS BY MR. SUGGS:
19 Q The purpose of a sell sheet is to sell?
20 MR. BOISE: Object to the form, asked and
21 answered.
22 QUESTIONS BY MR. SUGGS:
23 Q Right? That's why they call it a sell sheet, isn't
24 it?
25 MR. BOISE: Object to the form.
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MR. BOISE: Object to form. It speaks for
itself.
UESTIONS BY MR. SUGGS:

7 Q Okay. And the title on the very first page of the
8 brochure is "Diabetes and patients with mental
9 iliness."
10 MR. BOISE: Put that down so we can both see
11 it. There wasn't another copy provided.
12 QUESTIONS BY MR. SUGGS:
13 Q Up in the red at the very top, the heading is
14 "Diabetes and patients with mental illness.”
15 A Yes.
16 Q On the second page, at least the page that has the
17 next red border at the top, it states, "How do the
18 medications you use compare?” Correct?
19 A I'msorry.
20 Q Can you put it down for a second?
21 A I'msorry. I skipped -- okay.
22 Q Are you now on the same page?
A Yes.

Page 124

P;

17 MR. BOISE: Object to the form.

24 QUESTIONS BY MR. SUGGS:
25 Q Okay. And bears the date 2003, as we mentioned

Golkow Technologies, Inc
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Q And it also shows that there is pluses for the
Risk of diabetes for Olanzapine and Clozapine, but
not for any of the other drugs, correct?

Page 128

i
5 QUESTIONS BY MR. SUGGS:
6 Q Okay. It's quite different from your condusions.

15 of minutes left.
UESTIONS BY MR. SUGGS

1 MR. BOISE: Object to the form
2

i)UESYIONS BY MR. SUGGS

MR. BOISE: Object to the form of the

MR. BOISE: Object to the form. 7 We need to change the tape.
THE WITNESS: Could you repeat that question 8 THE VIDEOGRAPHER: Marks the end of Tape
9 for me? 9 No. 2, the deposition of David Noesges at 12:14.
10 QUESTIONS BY MR. SUGGS: 10 (Lunch recess.)
11 Q I'll restate the question. 11 THE VIDEOGRAPHER: Back on the record. This
12 is the beginning of Tape No. 3 of the deposition of
13 Dave Noesges. We are on the record at 1:10. You
14 may proceed.
15 QUESTIONS BY MR. SUGGS:
16 Q Mr. Noesges, before we took our lunch break we were
17 talking about the consensus statement and I believe
18 the record will show that you testified that the
19 condusions of the ADA consensus statement that
20 clozapine and olanzapine are associated with the
21 greatest weight gain and highest occurrence of
22 diabetes and dyslipidemia were inconsistent with
23 Lilly's position, correct?
24 A Yes, that's correct.
25 Q Before October of 2007 did Lilly ever Instruct its
Page 127 ! Page 129
4 MR. BOISE: Object to the form of the
i question.
9 QUESTIONS BY MR. SUGGS
10 Q After October of 2007 were Lilly sales reps -- only
11 a couple of months ag
L]
14 THE VIDEOGRAPHER: Excuse me, | have a couple E

A

QUESTIONS BY MR. SUGGS

t
25 question, mischaracterizes the document
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THE WITNESS: Barry, can we consult?
MR. BOISE: You can answer that question yes
or no.

You can answer the iuaﬁoni time frame.

UESTIONS BY MR. SUGGS:

Page 132

position that the Zyprexa labeling was deficient
with regard to information about weight gain,
hyperglycemia, and hyperlipidemia?

MR. BOISE: Object to the form.

David, I think there was a disconnect with the
witness as to what his position was at this time.

MR. SUGGS: I know what his position was at
this time.

MR. BOISE: You said marketing.
10 MR. SUGGS: Did I misspeak?
11 MR. BOISE: What was your position in March of
12 2007?
13 THE WITNESS: Yes, I'm sorry. I think I did
14 misspeak. 1 was the executive sales director for our
west region at this time frame.
UESTIONS BY MR. SUGGS:

WONOUIAWN -
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Page 131

MR. BOISE: David, can I have a continuing
objection on this being beyond the scope, question
concerning this regulatory document?

MR. SUGGS: Sure,
UESTIONS BY MR. SUGGS:

Q And at the time you were head of U.S. marketing for
2yprexa whose generic name Is olanzapine, correct?
MR. BOISE: Object to the form, foundation
THE WITNESS: Yes, that's correct
QUESTIONS BY MR. SUGGS!
Q Were you informed in March of 2007 -- I real.

have not seen the document before. You said
just saw it last week.

But did anyone ever tell you that FDA had
written to Lilly in March of 200

Q Did anyone teil you in March of 2007 that the FDA
had written to the company and said that they
believed, they, the FDA believed, that the labeling
for Zyprexa was deficent with regard
nformation about weight gain, hyperglycemia and

16 hyperlipidemia?

17 MR. BOISE: Object to the form, foundation,

18 mischaracterzes the document.

19 THE WITNESS: I was aware at this time, it was
20 ncation
)1

)3

24

25 with regard
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; application. 1 Q Okay. Was the first time that you ever leared
QUESTIONS BY MR. SUGGS: 2 that there had been the communication of those
z Q Is that a yes or a no? 3 positions to the company when you saw this letter
MR. BOISE: Object to the form, asked and 4 for the first time last week?
5 answered. 5 MR. BOISE: Object to the form, foundation.
6 QUESTIONS BY MR. SUGGS: 6 THE WITNESS: Yes.
7 MR. SUGGS: I'm going to hand you what we'll
8 have marked as Exhibit 7.
9 (Deposition Exhibit 7 marked for
10  identification.)
11 MR. BOISE: Object to the form, 11 ESTIONS BY MR. SUGGS:
g mischaracterizes the document.
14 QUESTIONS BY MR. SUGGS:
15 Q Okay. Nobody told you that part of it?
16 MR. BOISE: Object to the form, foundation.
17 QUESTIONS BY MR. SUGGS:
18 Q Correct? You were not aware of that?
19 A No.
20 Q IfI could direct your attention to the following
21 page.
22 Do you see how there is a section about
23 two-thirds of the way down called, "Post Marketing
24 Commitments"? It's a bolded heading about
25  two-thirds down.
Page 135
1 A Yes.
2 Q Okay. I want to direct your attention to the
3 paragraph just above that, where the FDA in this
4 letter to Lilly, stated, quote, Our overall goal is 4 Q Right. So part of it was to update or add
5 to improve labeling with regard to these findings 5 additional information on hyperglycemia?
6 so that clinicians will be better informed on what 6 A Yes.
7 the risks are for their patients. They cannot make 7 Q And the other part was to add totally new warning
8 reasonable treatment decisions until they have 8 sections regarding weight gain and hyperlipidemia,
9 such. We do not feel that current labeling for 9 correct?
10 Symbyax or Zyprexa, provides sufficient information | 10 MR. BOISE: Object to the form.
b on these risks, and we fully intend to insure that 1 THE WITNESS: That labeling updates included
12 these labels are enhanced with the best available 12 new warnings for weight gain and hyperlipidemia and
13 information to characterize these risks. 13 again updated information in the waming for
14 Do you see that language, sir? 14 hyperglycemia.
15 A Yes. 15 QUESTIONS BY MR. SUGGS:
16 Q Before October of 2007 there had been no language
17 in the warning sections of the labeling regarding
18 either weight gain or hyperlipidemia, correct?
19 A Weight gain and hyperlipidemia was addressed in the
20 label, but not in the warning section until
21 October 2007.
22 MR. BOISE: Object to the form, 22 Q The answer to my question was -
23 mischaracterizes the document. 23 MR. BOISE: Let him finish.
24 QUESTIONS BY MR. SUGGS:
25 QUESTIONS BY MR. SUGGS: 25 Q The answer to my question was: No, prior to
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Page 138 Page 140
October 2007 there was no discussion of weight gain | 1 marketing director.
or hyperlipidemia in the warning section; isn't 2 Q Which was who at that time?
that correct, sir? 3 A Mark Nagy.
MR. BOISE: Object to the form. 4 Q IfI could direct your attention to -- by the way,
THE WITNESS: Prior to October 2007 weight S do you know who this label -- strike that.
gain and hyperlipidemia were addressed in our label, | 6 Do you know who this letter was supposed to go
but not in the warning section. 7 to?
8 QUESTIONS BY MR. SUGGS: 8 MR. BOISE: Object to the form, vague.
9 Q In this new labeling -- by the way, was it your 9 THE WITNESS: Yes. This letter would have
10 understanding that this label change occurred at 10 gone to all of our -- what we call targeted
11 the request of the FDA? 11 physidians or physicians who are in our database to
12 MR. BOISE: Object to the form, beyond the 12 whom we are directly communicating or promoting our
13 scope. 13 products to, both psychiatrists and primary care
14 THE WITNESS: I certainly am not a regulatory |14  physidans.
15  expert. My understanding of the process is that 15 QUESTIONS BY MR. SUGGS:
16 FDA responded to our -- originally to our new drug |16 Q So this would not have gone to all healthcare
17 application for Symbyax and asked for additional 17 professionals, only some that Lilly chose, correct?
18 information, and then through a collaborative 18 MR. BOISE: Object to the form.
19 process and discussion with our medical and 19 THE WITNESS: I would have to review the
20 regulatory colleagues, we agreed on new label 20 database and probably turn to one of our marketing
21 language. 21 folks to know exactly, but my understanding was it
22 QUESTIONS BY MR. SUGGS: 22 would have gone as broadly as we were able to for
23 those primary care physicians and psychiatrists who
24 are in our database and to whom we could send it
25 to.
Page 139 Page 141
1 MR. BOISE: Object to the form, foundation, 1 UESTIONS BY MR. SUGGS:
beyond the scope.
UESTIONS BY MR. SUGGS:
MR. BOISE: Ob|ect to the form, foundation.
QUESTIONS BY MR. SUGGS:
16 Q Okay. When did you first learn that this label
17 change had occurred or was going to occur? 17 MR. BOISE: Object to the form of the
18 MR. BOISE: Which one? 18 question, foundation.
19 MR. SUGGS: The October 2007 label change.
20 Q When were you aware that this was going to occur?
21 A Idon't remember exactly, but I would have learned 21 QUESTIONS BY MR. SUGGS:
22 probably several weeks prior to the label change 22 Q In your view that is the same as saying rates are
23 that a change was likely to occur. 23 comparable?
24 Q Who was it that informed you of that? 24 MR. BOISE: Object to the form,
25 A The communication would have come from the Zyprexa [ 25  mischaracterizes testimony.
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Page 142 Page 144
1 THE WITNESS: No, sir, our comparable rates 1 question is also compound.
2 refers to the rate of diabetes associated with 2 Are you saying do you recall whether this
3 Zyprexa relative to other antipsychotics. 3 letter was delivered?
4 This is referring specifically in our label 4 QUESTIONS BY MR. SUGGS:
5 change to an association between atypical 5 Q Do you recall the evidence that we saw demonstrates
6 antipsychotics and increasing glucose levels falling 6  that this letter was hand delivered to physicians
7 ona continuum. And olanzapine appearstohavea | 7 by the sales reps?
8  greater association than some other atypical 8 A My recollection is we looked at a document that
1% a'el:lt;psymmmtmtlncreaselnglucose 9 indicated that it was delivered to the sales
s. 10  representatives.
11 QUESTIONS BY MR. SUGGS: 11 Q Yeah, okay. Was -- this new label change in
12 Q So you see no inc y b 1 the 12 October of 2007, was it hand delivered to treating
13 in the label that increases in glucose level 13 doctors by the sales reps?
14 appears to fall on a continuum and olanzapine 14 A I'msorry. Could you read back the question,
15 appears to have a greater association than some 15  please?
16 other atypical antipsychotics? You see no 16 Q Let me restate it.
17 contradiction or inconsistency between that and 17 Were the sales representatives instructed to
18 Lilly's comparable rates message, correct? 18  hand deliver the October 5, 2007, letter announcing
19 MR. BOISE: Object to the form of the 19  the label change?
20 question, compound, mischaracterizes prior 20 A Yes.
21 testimony, foundation. 21 Q Okay. And were the physicians also directly mailed
22 THE WITNESS: No, these are two different 22 the label change letter in addition to the hand
23 statements. The statement in our label change 23 delivery from sales reps?
24 saying that antipsychotic and increases in glucose 24 A I'm confused now as to which letter we were talking
25 levels appear to fall on a continuum, and 25  about. Because you had the Alan Breier and we had
Page 143 Page 145
3 olanzapine appears to have a greater association 1 the dear doctor letter. I want to make sure I'm
2 than some other atypical antipsychotics with these 2 answering the right questions.
3 increases in glucose levels is a different 3 Q Okay. Good point. I want to make sure we are
4 statement than Zyprexa has comparable rates of 4 clear about that too.
5 diabetes in our dlinical trials refative to other 5 With respect to the October 5, 2007, letter —-
6 antipsychotic agents. 6 A Yes.
7 QUESTIONS BY MR. SUGGS: 7 Q --announcing the new label change -
8 Q Sir, do you recall when we looked at the letter 8 A Yes.
9 from Dr. Breier to healthcare professionals in the 9 Q -- were sales reps instructed to hand deliver this
10 summer of 2003, which was Exhibit -- 10 letter to treating physicians?
11 MR. BOISE: Referring to 9201, I think. 11 A Yes, sales representatives were instructed to —
12 MR. SUGGS: Yes. 12 the letter was made available to them to deliver to
13 QUESTIONS BY MR. SUGGS: 13 physicians and we also had a direct mailing on this
14 Q Exhibit 9201, we saw that in that instance where 14 letter to all the clinicians in our database.
15 the letter was saying that the available data do 15 Q Okay. Good.
16 not establish a causal link between diabetes and
17 Zyprexa and that there were -- studies show no
18 consistent or clinically significant differences in
19 the risk of diabetes among the different drugs, 19 MR. BOISE: Object to the form of the
20 that letter was delivered by the sales reps to 20 question, asked and answered.
21 the physician.
22 Do you recall that?
23 MR. BOISE: Object to the form and how you have
24 characterized the letter. You have not read the
25 letter consistent with its language and the
37 (Pages 142 to 145)
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Page 146

QUESTIONS BY MR. SUGGS:
Q And if a physician asks a sales rep today is
there -- strike that.

MR. BOISE: Object to the form, incomplete
hypothetical.

QUESTIONS BY MR. SUGGS:
Q Didn't require a medical letter before, did it?

MR. BOISE: Object to the form.

THE WITNESS: We have -- throughout my time
working on Zyprexa have met -- have had medical
letters available to -- for sales representatives
to use to respond to questions about Zyprexa in
its relation to weight gain and to diabetes.
UESTIONS BY MR. SUGGS:

|

MR. BOISE: Objection, incomplete
hypothetical, lack of foundation.

QUESTIONS BY MR. SUGGS:

Q Would it be fair to say, then, that the sales reps
have now been instructed not to discuss with
physicians the issue of whether there are

Page 147

MR. BOISE: The brochures previously marked as
4and5 -

MR. SUGGS: Yes.

MR, BOISE: -- could the sales reps use these
brochures today?
MR. SUGGS: Yes.

UESTIONS BY MR. SUG!

Page 149
comparable rates or not and instead are instructed
to tell the physician that they will get them a
letter from the medical department back in
Indianapolis? Is that correct?

MR. BOISE: Object to the form of the
question, vague.

THE WITNESS: Our sales representatives are
instructed to communicate to the doctors consistent
with our current promotional materials. Those
materials are developed by our medical and
regulatory colleagues in conjunction with our
marketing colleagues which represent our
marketing message and represent the curre:
current label around Zyprexa both from an e
and safety standpoint. That's what their
nstructions are.

QUESTIONS BY MR. SUGGS
Q [ don't think your question
responsive.

Could you please read it back to

MR. BOISE: The question and

MR. SUGGS: No, just my ques!

MR. BOISE: Just your question

(Record read.)

MR. BOISE: He's answered tha

- your answer Is
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1 What's the next question? 1 Q We looked earlier at a document that was 2 good
2 QUESTIONS BY MR. SUGGS: 2 promotional practice document.
3 Q Idon't believe you have answered that, sir. 3 Do you recall that?
4 Are they or are they not instructed not -- 4 A Yes, I recall looking at a portion of good
5 strike that. 5 | practices as one of the documents.
6 ) Have the sales reps been instructed not to 6 Q And am I correct that sales reps are supposed to
7 discuss the issue of comparable rates with 7  adhere to good promotional practices?
8  physicians? 8 A Yes, that's correct. That's a matter of company
9 MR. BOISE: Object to the form of the 9 policy.
10 question. 10 Q Okay. I'm going to hand you - this is troubling.
11  QUESTIONS BY MR. SUGGS: 11 CanI see that document? Did I hand you two
12 Q Either they have or they haven't? 12 documents before? Just the one.
13 MR. BOISE: Object to the form of the 13 MR. BOISE: There is something here. Is this
14 question. 14 2
15 THE WITNESS: Sir, I answered the question. 15 MR. SUGGS: That s it, yes.
16 We don't communicate to our sales 16 MR. BOISE: You handed me two documents.
17 representatives all of the things that they can't 17 MR. SUGGS: Oh, Barry.
18 communicate to the physicians. I think that would 18 MR. BOISE: David.
19 be impractical to do so. 19 MR. SUGGS: What are we up to? Arewe upto 8
20 What we do is develop our promotional 20 now?
21 materials, develop the training tools to indicate 21 MR. BOISE: Other than you handed me too many
22 to them what they should communicate to customers | 22 documents.
23 and how to respond to questions that we would 23 (Deposition Exhibit 8 marked for
24 anticipate them getting from doctors. 24  identification.)
25 QUESTIONS BY MR. SUGGS: 25 QUESTIONS BY MR. SUGGS:
Page 151 Page 153
1 Q Well, we saw before that one of the questions that 1 Q I'm going to hand you what I will have marked here
2 they could anticipate getting from doctors was if 2 as Exhibit 8, which is a copy of a document
3 the doctor had a concern about diabetes, and we saw | 3 entitled "LillyUSA SALES GOOD PROMOTIONAL
4 that the answer that they were supposed to give to 4 PRACTICES, UNSOLICITED QUESTIONS ON OFF-LABEL
5 address that area of concern was to say that there 5 INFORMATION OR UNAPPROVED PRODUCTS.”
6 was no causal relationship and that the rates were 6 Do you recognize this document, sir?
7 comparable. 7 A Yes, Ido.
8 Have sales reps still received that training 8 Q Whatisit?
9 or has that changed? 9 A Itis a portion of the company’s good promotional
10 MR. BOISE: Objection, asked and answered. 10 practices with an effective date listed here on
11 THE WITNESS: Sir, as I indicated, our 11 January 15th, 2004.
12 marketing message and our sales reps’ message 12 Q Okay. This particular portion has to deal with
13 evolves over time and that message has changed over | 13 unsolicited questi on off-label ion,
14 time. And we use a number of factors to determine |14 correct?
15 that. One is a medical/regulatory/marketing 15 A Yes.
16 process to determine how to ensure that our message 16 Q And it notes -- as part of this document it
17 is consistent with our label as it evolves and also 17  indicates the scope of this policy, correct?
18 consistent with the regulatory expectations and our 18 A Yes.
19 good promotional practices. 19 Q And it says, “This GPP applies to all sales
20 We also, from a marketing perspective, 20  personnel and sales support personnel in LillyUSA
21 consistently assess customers’ perceptions of the 21 and all sales activities that take place in the
22 product and how best to position our message and 22 United States or with US Healthcare Professionals,”
23 answer their questions to answer their specific 23 correct?
24 concerns. 24 A That's correct.
25 QUESTIONS BY MR. SUGGS: 25 Q And that would include in Alaska, correct?
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1 A Yes, it would. 1 off-label information regardiess of whether it was
2 Q Okay. And then there is a policy statement which 2 the year 2000, the year 1996, the year 2003, or
3 says, "It is the policy of Eli Lilly and Company to 3 2007, correct?
4 comply with FDA regulations that prohibit the 4 MR. BOISE: Object to the form, foundation,
G S of any unapp product; or indication,| 5  beyond the scope.
6  dosage form and, slash, or dosing schedule for any 6 THE WITNESS: Yes. Well, I would want to
7 marketed product, with any customer by sales and 7 consult the specific language, which could have
8  marketing personnel, or other Lilly personnel or 8  changed slightly. The concept of what constitutes
9  representatives in a promotional context." 9  off-label information would have been consistent.
10 Was that your understanding of the policy? 10 QUESTIONS BY MR. SUGGS:
11 A Yes, itis. 11 Q There's no big changes there.
12 Q Aithough this document is dated as having an 12 And then there is a description of the
13 effective date of January 15, 2004, was that also 13 procedure and it says what a sales personal —
14 the policy of the company before that time? 14  sales personnel may do and what they may not do,
15 MR. BOISE: That policy statement? 15 correct?
16 MR. SUGGS: Yes. 16 A Yes.
17 THE WITNESS: I would have to refer to the 17 Q And it says, "Sales Personnel MAY NOT:," quote,
18 prior GPP to tell you whether the language is 18 "Proactively discuss, present, or promote
19  exactly the same or not. 19  information concerning unapproved new products or
20 QUESTIONS BY MR. SUGGS: 20  off-label information about approved products with
21  Q Well, that's not really my question. I realize the 21 any customer or health care professional.”
22 language may differ to some extent, but let me 22 Did I read that correctly?
23 phrase the question this way: Prior to January of 23 A Yes.
24 2004, you were involved in the marketing and sales |24 Q And, sir, that was — sales personnel were
25 of Zyprexa, correct? 25 prohibited to do that in 2000 and in 2001 and

Page 155 157
1 A Yes, Iwas. Although, as we talked about before, L throughout the times Zyprexa has been on the
2 between 2001 and 2003 I was not responsible for | 2 market, correct?
3 U.S. promotion of Zyprexa. 3 A Yes, thatis correct.
4 Q But, in any event, throughout the time you were 4 Q Okay. And then below that it says, "However, Sales
5 involved with Zyprexa, was it the policy of 5 Personnel MAY: Respond orally to unsolicited
6 Eli Lilly and Company to comply with FDA 6 requests for pre-approval or off-iabel product
7 regulations that prohibit the promotion of any 7 information, but only if all of the conditions
8 unapproved new product or indication? 8 below are strictly observed,” and then there are
9 A Yes, It was. 9 listed one, two, three, four, five, six, seven,
10 Q Okay. And if I could direct your attention down to | 10 eight, nine, ten different conditions, all of which
11 the Definitions section. 11 must apply before there can be such a discussion,
12 There is a definition of Off-label Information 12 comrect?
13 there. 13 A Yes, that was a direct -- specific direction in
14 Do you see that? 14 this time frame.
15 A Yes. 15 Q Okay. In fact, those same types of limitations
16 Q And the definition of Off-label Information is, 16  were applicable prior to January 2004; isn't that
17 quote, Any information about a Lilly product that 17 cormrect?
18 is not contained in or is not consistent with the 18 A Again, we would have to look at the specific good
19 package insert labeling approved by the FDA. 19  promotional practice to understand exactly what the
20 Examples include, but are not limited to, 20  direction was for sales representatives and how to
21 indications, dosage forms, dosing schedules, 21 respond to unsolicited questions.
22 combination therapy, and safety information. 22 Q Well, do you have an understand - I realize you
23 Do you see that language, sir? 23 don't have the GPP for the prior period in time
24 A Yes, I do. 24  nght in front of you; but do you believe that the
25 Q And that would have been a correct definition of | 25 GPP on this issue before January 2004 was more lax
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Page 158 Page 160

1 interms of what it permitted the sales repstodo? | 1 not consistent with the insert by
2 MR. BOISE: Object to the form, vague. 2 FDA, that would be off-label information?

3 THE WITNESS: No, sir, I do not believe that 3 MR. BOISE: As defined in this policy?

4 atany time we would have been, as you described | 4 MR. SUGGS: Yes.

5 it, lax; however, the specific language and exactly | 5 THE WITNESS: Could you read that question

6 the steps potentially have evolved slightly or 6  back to me, please?

7 changed in response to the regulatory requirements. | 7 QUESTIONS BY MR. SUGGS:

8 QUESTIONS BY MR. SUGGS: 8 Q Ican restate it.

9 Q Was it your understanding that the restrictions on 9 If, for example, a sales rep gave safety

10 what sales personnel were allowed to say, 10 that was not d in or was not

11 permissibly under Lilly policy regarding off-label H e with the package insert approved by FDA,
12 use, was essentially the same before 2004? 12 that would be off-label information, correct?

13 A My understanding is that our promotional efforts 13 MR. BOISE: By this policy?

14 were required to be consistent with the good 14 MR. SUGGS: Yes.

15  promotional practices, which I understand are 15 THE WITNESS: Again, I'm not an expert on

16  developed primarily by our legal and regulatory 16  on-label versus off-label. I would always consult
17 colleagues, to ensure that our company policies are [17  with my regulanxy mllmgus to that, but

18 consistent with the applicable laws and lati 18 of on-fabel
19 Q It's your understanding, as the person who's in 19 s anything that's not in the package insert

20  charge of marketing and sales for some periods of |20  labeling would be off-label.

21 time before 2004, that the restrictions against 21 QUESTIONS BY MR. SUGGS:
22  dissemination of off-label information were 22 Q Well, for example, here in the Definitions it says,
23 essentially the same as this — 23 Any -- off-label i jon is: "Any inf about
24 MR. BOISE: Dave -- 24  aLilly product that is not contained in or is not
25 QUESTIONS BY MR. SUGGS: 25  consistent with a package insert labeling approved
Page 159 Page 161
1 Q -- before 2004, weren't they? 1 by FDA. Examples include, but are not limited to,
2 MR. BOISE: He's answered the question. 2 indications, dosage forms, dosing schedules,
< Objection, asked and answered. 3 combination therapy, and safety information,"
4 QUESTIONS BY MR. SUGGS: 4  correct? That's the definition?
5 Q Canyou answer? 5 A Yes.
6 A Question was awfully broad. I'm not sure I can 6 Q Okay. And so if, in fact, a sales rep gave safety
7 answer it any more effectively than I have. 7 information, which is one of the examples here,
8 Q Let me just ask this question -- maybe I've phrased | 8 that was not contained in or was not consistent
9 it similarly to this, but I want to ask the 9 with the package insert labeling approved by the
10 question this way: Is it your belief that the 10 FDA, that would, by definition, be off-label
11 restrictions on dissemination of off-label 11 information, correct?
12 information by Lilly personne! before January of 12 A Yes, that's correct.
13 2004 were more lax, more strict, or about the same | 13 MR. BOISE: Object to the form.
14 as reflected in this policy statement? 14 QUESTIONS BY MR. SUGGS:
15 MR. BOISE: Object to the form of the 15 Q Okay. And similarly this document refers to the
16 question, foundation, asked and answered. 16 indications of the package insert, correct?
17 THE WITNESS: I don't think I can characterize |17 A Yes.

18 an answer in that context. What I can tell you is 18 Q And the medical dictionary definition of an
19 that our good promotional practice we endeavor to | 19 indication is something that points to or suggests
20 be consistent with the laws and regulations at the 20 the proper treatment of a disease.

21 given time frame with the same vigilance throughout | 21 Would you accept that term -~ that definition
22 that period to do so. 22 of the term "indication™?
23 QUESTIONS BY MR. SUGGS: 23 MR. BOISE: Could you source It for us?

24 Q Okay. And, sir, am I correct if a sales rep gave 24 MR. SUGGS: Pardon?
25 safety information that was not contained in or was |25 MR. BOISE: Did you give us a source? You
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1 targets. Key decisions included: Launch will 1 Position: Zyprexa: The safe, proven solution in
2 occur in October 2000, promotion will be handled 2 mood, thought, and behavioral disorders.
3 via the Primary Care, dash, Neuroscience sales 3 Do you see that?
4 sleeve, and funding in 2000 would be incremental to 4 A Yes,Ido.
5 existing brand opex. 5 Q And then about the middle of the page - pardon me,
s Do you see that language, sir? 6  middle of the paragraph it refers to "Mental
7 A Imust not be reading from the same portion of the | 7  disorders.”
8 where you are. 8 Do you see that in quotes?
9 Q Under the first p h under the Backg d 9 A Yes, Ido.
10 section. 10 Q ™Mental disorders’ is intentionally broad and
11 A Okay. Sorry. 11 vague, providing latitude to frame the discussion
12 Q And what were your responsibilities with respectto |12 around symptoms and behaviors rather than specific
13 Zyprexa in October of 2000, sir? 13 indications."
14 A In October of 2000 I was a neuroscience sales 14 Do you see that language, sir?
15  director for the Midwest area responsible for our 15 A Yes, sir, I do.
16 promotion to psychiatrists. 16 Q And, in fact, as you previously testified, Zyprexa
17 Q And what area did you cover at that time? What was | 17  was not indicated for mood, thought, and behavior
18  the Midwest area? 18  disorders, correct?
19 A Idon't know that I'll be able to recall all of the 19 MR. BOISE: Object to the form,
20 states. I was Indianapolis based. I had Illinois, 20 mischaracterizes testimony.
21 Te Kentucky, Ohio. 21 THE WITNESS: Zyprexa is indicated at this
22 That may be all of the states. I would have to go 22 time frame for schizophrenia and Bipolar I
23 back and look specifically whether I covered all 23 disorder.
24 the geography that I was responsible for. 24 QUESTIONS BY MR. SUGGS:
25 Q Okay. And if I could direct your attention to the 25 Q But Lilly reps at this time - after this time
Page 167 Page 169
i) Challenges section. 1 promoted Zyprexa for the treatment of symptoms and
2 A Yes. 2 behaviors rather than specific indications; is that
3 Q Midway down on the first page it states, "Most @ correct?
4 PCPs" -- that refers to primary care physicians, 4 MR. BOISE: Object to the form, foundation.
S correct? 5 THE WITNESS: No, sir. That is not correct.
6 A Yes. 6 QUESTIONS BY MR. SUGGS:
7 Q "Most PCPs currently prescribe a low volume of 7 Q Well, let's look at what's been previously marked
8 antipsychotics and mood stabilizers. Many PCPs 8  as between 1926, which for the record bears the
9 will refer patients in need of psychotropic 9 date June 2002 at the top of the first page.
10 treatment to a specialist rather than treat that 10 And I will represent to you, sir, that the
11 patient. Key barriers to uptake include PCP's lack |11 database provided to us by Lilly indicates that
12 of training in this category, limited time with 12 this document was actually generated on May 1,
13 patients, and an aversion to perceived risk. 13 2002, and Lilly has represented to us in answers to
14 Zyprexa's primary indications - schizophrenia and 14 interrogatories that this document was in the
15 bipolar - are not viewed as PCP-treated conditions, |15 dg
16 so there's not a specific indication for Lilly reps 16 And, sir, do you have any information to
17 to promote in the PCP segment.” 17 dispute those representations?
18 Do you see that language, sir? 18 A No, sir, I have no reason to dispute the date that
19 A Yes, 1 do. 19 you me.
20 Q When it says Zyprexa's primary indication was 20 Q Okay. If I could direct your attention to page 3.
21 schizophrenia and bipolar, at that time in 2000 21 In the right-hand column about the middle of the
22 those were indeed the only indications for Zyprexa; | 22 page is bold heading ZYPREXA in Primary Care, and
23 Isn't that correct? 23 the beginning part of that paragraph states, quote,
24 A Yes, that's correct. 24 ZYPREXA was originally launched to the primary care
25 Q And then in the paragraph below that it states, 25 audience by the Sigma sales force in November of
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1 2000, 1 QUESTIONS BY MR. SUGGS:

2 What was the Sigma sales force, do you know? 2 Q And what's a "call opener"?

3 A Sigma was a primary care sales force that among 3 A In this context the call opener is simply an

4 their responsibilities included Zyprexa promotion 4 introductory statement for the sales representative
5 to primary care physicians. 5 to make during the call to the doctor.

6 Q It goes on to state, "It has gained over 12 share 6 Q And the sales rep was to say, "Doctor, you treat

7 points since that time. As the current market Z patients who present with complicated mood

8 leader in primary care, ZYPREXA will continue to 8 symptoms. Many of these patients are struggling to
9 revolutionize the way complicated mood disorders 9 gain control of symptoms like anxiety,
10  are treated by primary care physicians." 10 irritability, disruptive sleep, and mood swings. 1
11 Do you see that language, sir? 11 would like to talk about how ZYPREXA can help you
12 A Yes, sir, I do. 12 help your patients gain control of these
13 Q And as we have talked about before, Zyprexa was not | 13 complicated mood symptoms," correct?
14 indicated for complicated mood disorders, was it, 14 A Yes, sir, that's correct.
15 sir? 15 Q No mention of schizophrenia or the acute manic
16 MR. BOISE: Object to the form of the 16 phase of Bipolar I disorder?
17  question, mischaracterizes his prior testimony. 17 MR. BOISE: Object to the form of the
18 THE WITNESS: Zyprexa was indicated for 18 question. Object to the form of the question.
19 schizophrenia and bipolar disorder. 19 THE WITNESS: There's no mention of that in
20 QUESTIONS BY MR. SUGGS: 20 this specific sentence, no.
21 Q IfI could direct your attention to page 5. And 21 QUESTIONS BY MR. SUGGS:
22 this is basically walking the sales rep through the 22 Q And Zyprexa was not approved for any of the
23 use of a brochure, correct? 23 symptoms that are listed in that call opener, was
24 A Yes. This is a message example for sales 24 it, sir?
25 representatives to use to help them in terms of how 25 MR. BOISE: Object to the form of the

Page 171 Page 173

1 they communicate to physicians. 1 question.

2 Q What we see here on this page in the upper 2 THE WITNESS: These symptoms are consistent

3 right-hand corner and on the succeeding pages is 3 with the symptoms of bipolar disorder as I read

4 an image of the brochure that was being used, 4 them.

1 correct? S QUESTIONS BY MR. SUGGS:

6 A Yes 6 Q Sir, Zyprexa was not approved for the treatment of

7 Q And then the rest of the text on the page is a 7 any of the symptoms that are listed in that call

8 description provided by Lilly's marketing folks as 8 opener; isn't that correct, sir?

9 to how to use that brochure, correct? 9 MR. BOISE: Object to the form of the

10 A Yes. 10 question.

11 Q For example, on page 5 here, they show the front | 11 THE WITNESS: Zyprexa is indicated for

12 cover of the brochure -- and by the way, do you 12 schizophrenia and bipolar disorder.

13 recall what this particular brochure was called? 13 QUESTIONS BY MR. SUGGS:

14 A Idon't know that it had a name. 14 Q Not anxiety, irritability, disruptive sleep, or mood
15 Q Okay. But anyway we see the picture of the doctor |15 swings or complicated mood symptoms. It was

16 and the patient on the first page. It looks like 16 indicated for schizophrenia and bipolar, correct?

17 the patient is fording a river by stepping on 17 MR. BOISE: Object to the form of the

18 various stones, correct? And the doctor is there 18  question.

19 to hold her hand as she gets over there, right? 19 THE WITNESS: Zyprexa is indicated for bipolar
20 A Yes, that appears to be what -- what the diagram 20 disorder whose symptoms include the symptoms that
21 depicts. 21 are described here in this call opener.

22 Q They have a suggested call opener there, correct? |22 QUESTIONS BY MR. SUGGS:

23 A Yes. 23 Q Sir, one of the things that Lilly did was to have

24 MR. BOISE: Object to form. 24 what they call "patient profiles.”

25 THE WITNESS: Yes. 25 Do you remember that?
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Page 174 Page 176
1 A Yes, sir, that's correct. 1 Q Well, sir, just as a matter of common sense and as
2 Q And one of the patient profiles was of a character 2 someone who has been in the pharmaceutical industry
3 that they transcribed as or named Donna, correct? 3 for, lo, these many years and had responsibility
4 A This is going back a long way and the names don't 4 for the marketing of Zyprexa, was it your
5 have a particular resonance with me. 1 would have 5  understanding that acute manic phase patients
6 tolook at the profile to regain familiarity with 6 with Bipolar I disorder have trouble sleeping
VAR 7 more than usual?
8 Q Ifyou look at page 7 - 8 MR. BOISE: Object to the form of the
9 A Okay. 9  question.
10 Q --there is a description there, Patient Profile 10 THE WITNESS: Again, I'm not a clinical expert
olal #1: Donna, correct? 11 and would defer to my medical colleagues; but in my
12 A Yes. 12 experience it would not at all be unusual for a
13 Q And she is described as a single mom in her 13 patient in acute manic phase to have difficulty
14 mid-30s, presents in drab clothing and seems ill at 14 sleeping.
15 ease. 15 QUESTIONS BY MR. SUGGS:
16 That's what the brochure says, correct? 16 Q Sir, the difficulty that she describes here in this
17 MR. BOISE: Object to the form. That's part 17 fictional report is that she has been reporting
18 of what it says. 18  that she has been sleeping more than usual.
19 QUESTIONS BY MR. SUGGS: 19 People in the manic phase of Bipolar Disorder
20 Q Do you see the brochure there under the name 20 1, they hardly sleep at all; isn't that right?
21 "Donna"? 21 MR. BOISE: Object to the form of the
22 A Yes. 22 question.
23 Q It says, quote, single mom in her mid-30s presents in | 23 THE WITNESS: Again, you are asking me to make
24 drab clothing and seems ill at ease. Below that 24 adlinical assessment, but in my experience bipolar
25 there is a quote, apparently from the fictional 25 disorder is very complex and by definition has —
Page 175 Page 177
1 character Donna, I feel so anxious and irritable 1 includes and manic of
2 lately, end quote. 2 the disorder.
3 A Yes, I see that. 3 QUESTIONS BY MR. SUGGS:
4 Q And below that for the history it says, Reports she 4 Q Aren't manic patients the patients that are usually
9 has been seeing -- pardon me, sleeping more than 5 bouncing off the walls?
6 usual, has trouble concentrating at work and at 6 MR. BOISE: Object to the form of the
7 home, 7 question, beyond the scope.
8 Now, sir, Zyprexa was approved, as we have 8 QUESTIONS BY MR. SUGGS:
9 talked about before, for the acute manic phase of 9 Q You don't find them sleeping all day; they are the
10 Bipolar I disorder, correct? 10  ones that are bouncing off the walls; isn't that
11 A Yes, sir. 11 true?
12 Q And -~ 12 MR. BOISE: Object to the form of question.
13 MR. BOISE: In this time frame? 13 THE WITNESS: You are asking me to make a
14 MR. SUGGS: In this time frame. 14 characterization that I would defer to a clinician
15 THE WITNESS: In this time frame, yes. 15 to make about a patient.
16 QUESTIONS BY MR. SUGGS: 16 QUESTIONS BY MR. SUGGS:
17 Q And, sir, patients who are in the acute manic phase |17 Q I'm going to show you what's been previously marked
18 of Bipolar I disorder don't usually report having 18 as Plaintiff's Exhibit No. 1939.
19 been sleeping more than usual, do they, sir? 19 I'll represent to you, sir, that this
20 MR. BOISE: Object to the form of the 20 document - strike that.
21 question, beyond the scope, foundation. 21 T'll represent to you, sir, that the database
22 THE WITNESS: Sir, you are asking me to make a | 22 that was provided to us indicates that this
23 medical assessment that I would defer to a medical |23 document was dated June 11, 2002, and that Lilly
24 colleague to make. 24 has represented to us in the answers to
25 QUESTIONS BY MR. SUGGS: 25 interrogatories in the Alaska litigation that it
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Page 178
was in the knowledge management database.
Do you have any basis to dispute that, sir?

A 1can't tell from the document whether it would
have been in knowledge management or not.

Q Well, if that's what was represented to us in
answers to interrogatories that it was in the
knowledge management database, would you dispute
that?

A No, sir.

Q Okay. If I could direct your attention to the top
of the page. They reference ZYPREXA PCP Patient
Types, correct?

A Yes.

Q And it says, "Below are detailed descriptions of
our current patients within the detail piece.”

And there is a reference to Donna, correct?

A Yes.

Q And as to Donna it says, "Donna, paren, bipolar
disorder, current episode mixed, exhibits the 4
core symptoms of mood swings, irritability, sleep
disturbances and anxiety, as well as other symptoms
including a lack of concentration, mood liability
and increased energy, depressed mood, loss of
interest, and agitation."

Do you see that language, sir?

Page 180
phase of Bipolar I disorder, correct?

A Donna is listed at bipolar disorder, current
episode mixed; but, again, as a subset, if you look
at the entire document of an acute mania indication
reflecting mixed episode patients, who were part of
that clinical trial.

Q I'm going to show you another document, sir. I'm
going to hand you what's been previously marked as
Plaintiff's Exhibit 1949. And I'm not sure if you
are going to be able to help me with this or not,
but the database that was provided to us indicates
mattmswasdatedlulysth 2002 and Lilly has

dto us in
thatitwaslnthe i
Dovouhaveanybasustodisputeunse
representations?

A Tdon't think I'll ever be able to dispute that
anything was in knowledge management, unless it
says on there "was not in knowledge management.”

Q Well, you know, we ask the questions in
interrogatories, Mr. Boise and the other lawyers
come back and tell us answers and we have to rely
on something so that's what we are relying on.

This appears to be a PowerPoint presentation.
Do you agree with me?

Page 179

A Yes.

Q And they draw a distinction between Donna and
another fictional patient type Mark --

A Yes.

Q -- down below, correct?

Mark is described as having bipolar disorder,
current episode manic, correct?

A Yes.

Q And as we have talked about before, Zyprexa was
indicated in 2002 for the acute manic phase of
Bipolar I disorder, which would appear to be Mark,
right?

MR. BOISE: Object to the form, compound.

THE WITNESS: Sir, as I look at this document,
If you put it in context with the first statement
which talks about an acute mania indication
including patients with manic or mixed episodes
were part of the clinical trials, I think that's
referring to those two subtypes of patients for the
acute mania.

QUESTIONS BY MR. SUGGS:

Q Sir, the description of Mark is current episode
manic, correct?

A Yes.

Q And Donna is not listed as being in the acute manic

Page 181

A Yes, perhaps it's PowerPoint.

Q Okay. It refers to - it's entitled "PCP
Discussion Guide."

Do you know what sales reps would use this for
or how they would use it?

MR. BOISE: Object to the form.

THE WITNESS: I'm going to have to take a look
at this for a minute in order to answer your
question.

QUESTIONS BY MR. SUGGS:

Q Okay.

A I'm not able to tell from the Discussion Guide
itself whther this was for use for sales
representatives or what the specific purpose was.

Q I notice that this document on the first page
there, in the lower left-hand side, has a number
OL 24615.

Does that help at all in terms of indicating
what this document's use was?

A No. I would have to go back and talk to somebody
who developed the document, what the specific
purpose was.

Q Okay. I'm going to hand you what's been previously
marked as Plaintiff's Exhibit 1961 and represent to
you, sir, that this -- the database that was
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Page 182 Page 184
1 provided to us indicates that it was dated 1 should convey "The 4 C's,” correct?
2 September 4, 2002, and that Lilly has represented 2 A Yes, that's what the document says.
3 tousin answers to interrogatories that it was in 3 Q The 4 Cs being that diabetes is common, Lilly
4 the management database. 4 cares, there are comparable rates of
5 Again, do you have any basis to dispute that? 5  treatment-emergent diabetes across agents, and say
6 No. 6 it with confidence.
7 MR. BOISE: David, what was the date that you 7 Those were the 4 C's, correct?
8 gave? 8 A That was your summary of the 4 C's.
9 MR. SUGGS: September 4, 2002. 9 Q Isthatagood summary of the 4 C's?
10 MR. BOISE: Thank you. 10 A I would defer to the document and I can read it to
11 MR. SUGGS: Sure. 11 you if you would like.
12 QUESTIONS BY MR. SUGGS: 12 Q Well, we'll have this up on the screen and the jury
13 Q And if I could direct your attention to the first 13 canseeit. They have - the 4 C's that they have
14 page. It states, The four most common -- well, it 14 bolded there are: COMMON, CARES, COMPARABLE and
15 says, "4 Most Common AOC Verbatim:" - we have |15  CONFIDENCE, correct?
16  talked previously that AOC stands for area of 16 A Yes.
17 concern, correct? 17 Q And then if we turn the page, then there's the
18 A Yes, that's correct. 18  Weight AOC Verbatim, and then they suggest there
19 Q And is "verbatim" a term of art in the Lilly 19 what the sales rep should say if there is a concem
20 company? 20  about weight, correct?
21 A I'mnot sure I understand what "term of art” means. [21 A Yes.
22 Q Well, I know the dictionary definition of the word 22 Q And they say, "Therefore on every call, either in
23 "verbatim," but I'm not sure that means the same 23 safety section of patient profile or the overall
24 thing in the context of selling Zyprexa. 24  safety spread, say:, quote, Doctor, there is a
25 What did you understand the term "verbatim” to |25  potential for increased appetite, but it may be
Page 183 Page 185
1 mean in Lilly? 2 | manageable with simple behavioral changes - unlike
2 MR, BOISE: In this context? 2 Depakote and Lithium where you have to consider
3 MR, SUGGS: Yes. 3 blood monitoring and black box wamings."
4 THE WITNESS: In this context, it appears that 4 Did I read that quote correctly?
5 what the document is describing is four potential 5 A Yes, you did.
6 things that a healthcare provider might raise as an 6 Q Isit fair to say that those sales reps were
7 area of concern to a sales representative. 7 expected to say that if the doctors raised a
8 QUESTIONS BY MR. SUGGS: 8 concern about weight, correct?
9 Q And is that what a verbatim is, an area of concern? 9 MR. BOISE: Object to the form of the
10 A No. I would probably have the same verbatim 10  question, vague, time frame.
11 dictionary description you have. I don't know that 11 THE WITNESS: In this time frame for these
12 verbatim is ily a good charac ion of 12 sales representatives, that is in fact the verbatim
13 this. I'm trying to interpret the document. 13 that is being recommended to them, yes.
14 Q Okay. Well, listed under the 4 Most Common Area of | 14 QUESTIONS BY MR, SUGGS:
15 Concern Verbatim heading are four things. 15 Q And finally on the next page, the area of concern
16 No. 1 is Zyprexa causes diabetes; second, 16 was, quote, You're not indicated AOC Verbatim?
17 Zyprexa causes weight gain; third, I refer that 17 A Yes.
18 patient; and fourth, you are not indicated for that 18 Q And this was -- would be a situation where the
19 patient. 19 doctor would say, But you are not indicated for —
20 And if we turn the page, the heading there is 20 for treating this type of patient, correct?
21 “Diabetes AOC Verbatim." 21 A Yes.
22 A Yes. 22 Q And the doctor - pardon me, the sales rep was
23 Q Below that it says, “The competition will attempt 23 instructed to say, 1, Donna is presenting with
24 to make this an issue, What do you need to convey 24 symptoms of mood swings, irritability and anxiety
25  to your customers?” And then the answer is you 25  and disrupted sleep. What I am suggesting is that
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Page 186
Donna may have bipolar disorder because these
symptoms may be related to mania instead of
depression.

Do you see that language, sir?

A Yes, I do.

MR. BOISE: Your question was do you see that
language?

MR. SUGGS: Yes. He said he did.

Q Then it goes on to say, "Zyprexa is indicated for
the treatment of acute bipolar mania in patients
who display an acute manic or mixed episode.”

Do you see that language, sir?

A Yes.

Q And that's what the sales reps were instructed to
tell the doctor, correct?

MR. BOISE: Object to the form of the
question.

THE WITNESS: Yes, in this time frame these
representatives were instructed to tell the doctor
that.

QUESTIONS BY MR. SUGGS:

Q Okay. And below that it says, "The MDQ is one tool
that may be used to help screen for bipolar disorder
in patients like Donna."

And that was a diagnostic tool that was

Page 188
to interrogatories that it was in the knowledge
management database.

And, I would assume, sir, based on your prior
testimony that you don't have any basis to dispute
those representations; is that correct?

A That's correct.

DU AW

Page 187

developed by Lilly, correct?

MR. BOISE: Object to the form of the
question, foundation, compound.

THE WITNESS: This is a diagnostic tool. 1
don't believe it's a Lilly developed tool, but I
would have to confirm that with my medical
colleagues.

QUESTIONS BY MR. SUGGS:
Q Okay. I'm going to direct your attention --

MR. BOISE: Do you want to take five minutes?

THE WITNESS: Yes, short rest room -~

THE VIDEOGRAPHER: Mark the end of Tape No. 3.
We are off the record at 2:22.

(Recess.)

THE VIDEOGRAPHER: We are back on the record.
This is the beginning of Tape No. 4 of the
deposition of David Noesges. We are on the record
at 2:35,
UESTIONS BY MR. SUGGS:

And for the record I'll represent that the
database provided to us by Lilly indicates that
this document was dated September 4, 2002, and
further that Lilly's represented to us in answers

=

MR. BOISE: Object to the form of the

question.

19 QUESTIONS BY MR. SUGGS:

20 Q And then it goes on to say, “If it does" — in

21 other words if it does arise from the doctor, this

22 issue or concern about handling - strike that.

23 This document notes that if the doctor does

24 express a concern about diabetes, then the sales rep
25 was to do five things, correct?
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1 A Yes g Fepedan
. 1 the is "What are the facts to
2 Q No. 1 was cushion and clarify the AOC; No. 2 was 2 mh::?m.wummm nessmwm
3 handle by providing the verbatim, correct? 3 And then they are laid out there, three
4 A Yes. 4 different points that are in the sell sheet,
5 Q We talked about what those verbatims were, correct? | 5  correct?
6 MR. BOISE: Object to the form, vague. What 6 A Yes, that's correct.
7 this specific verbatim was at this time period or what 7 Q And the first point it's emphasized that patients with
8 a verbatim is? 8 mental iliness are two to four times more likely to
9 QUESTIONS BY MR. SUGGS: 9 develop diabetes, correct?
10 Q The prior document that we looked at also had the 10 A That statement is bolded in the first step —
11 same date of September 4, 2002, and it lists - it 11 first item.
12 had the verbatims in it, correct? 12 Q The second item it notes, "As the 'Diabetes Care"
13 A We would have to look at the sell sheet this is 13 company, Lilly takes this issue very seriously and
14 referring to, to know exactly what the verbatims 14 will continue to offer solutions. (Not written on
15 were that this document is referring to. 15  the sell sheet but use as a segue to the next
16 Q But at least we can see with this -- these two 16 point),” correct?
17  documents the representations to us by Lilly are, 17 A Correct.
18  they are both dated the same day, September 4, 2004; | 18 Q And the third thing was: "When you look at various
19 they both appear to be - have similar appearance 19 agents to treat patients with mental iliness, the
20 in terms of the headings on each page, correct? 20 rate of gent di is comp:
21 A Yes. 21  across agents,” correct?
22 Q Those little circles that are there and the style 22 MR. BOISE: You are asking that's what the
23 and the font and everything else. 23 statement says?
24 And the first document that we looked at, 1961, 24 QUESTIONS BY MR. SUGGS:
25 has verbatims for the four most common areas of 25 Q That's what the statement says.
Page 191 Page 193
1 concern, correct? 1 A Yes, that's what the statement says.
2 A Yes. 2 Q This is another iteration or example of the
3 Q And in Exhibit 1962 on the page 3, that we were | 3 comparable rates message back in the 2002 time
4 looking at, the second thing that the sales rep was | 4 period, correct?
5 to do, if the doctor expressed a concern, was to S MR. BOISE: Object to the form, vague.
6 handle by providing the verbatim, correct? 6 THE WITNESS: This is a third point in this
7 A Yes. 7 guideline for a sell sheet which says, "When you
8 Q And the third point was -- the sales repwastodo | 8 look at various agents to treat patients with
9 was to check for agreement and if there was no 9 mental iliness, the rate of treatment-emergent
10 agreement then the sales rep should utilize the 10 diabetes is comparable across agents.”
11 sell sheet. 11 QUESTIONS BY MR. SUGGS:
12 And the sell sheet would be the brochure — 12 Q Okay. I would like to show you another section of
13 would be a brochure that the sales rep would 13 the Lilly Good Promotional Practice guidelines and
14 discuss and present to the physician, correct? 14 we'll mark this as Exhibit 9.
15 A Yes, that is correct. 15 (Deposition Exhibit 9 marked for
16 Q Okay. And then it says Point 4 was to restate the | 16 identification.)
17 verbatim by utilizing the diabetes sell sheet; 17 QUESTIONS BY MR. SUGGS:
18 5, check for agreement and get back to Donna, 18 Q And for the record the title of this Good
19 correct? That's what it says? 19 Promotional Practice says, quote, Definition of a
20 A Yes. 20 Sales Call and Call Notes.
21 Q Donna was the fictional patient that we talked 21 And you are familiar with call notes, are you
22 about before, correct? 22 not, sir?
23 A Donna was in the patient profile that we discussed | 23 A Yes, sir, I am.
24 before. 24 Q Itindicates that the scope of this promotional
25 25

practice is to apply to "all sales personnel and

Q Okay. And then if you turn to the following page
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Page 194 Page 196
1l sales_ §upport personnel in LillyUSA and all sales i got documented and, secondly, the call notes are
2 aMs that take place in the United States or 2 not a comprehensive description. It won't describe
<] with U_S Healthcare Professionals," correct? 3 everything that happened on the call or everything
4 A Yes,sir, tha;'s correct. 4 that was said on the call. To the contrary, it's
5 Q Aqd the policy statement was that, quote, It is the 5 more of a summary and notes taking process for the
6 policy of LillyUSA that all sales personnel 6 sales representatives to use for themselves.
i appropriately document sales calls with Healthcare 7 QUESTIONS BY MR. SUGGS:
8 Professionals in the call tracking system; is that 8 Q Understood; but -- and management can access the
9 correct? ¢ database quite easily, correct?
10 A Yes, that's what it says. 10 A Certainly the sales representative, sales managers
11 Q What was the call tracking system? 11 can access their call notes.
12 A This is referring to basically the sales 12 Q If, for example, you wanted to go to get all of the
33 representatives' computer database that was 13 call notes with respect to a particular sales
14 available to them in this time frame, which would have | 14 representative, that could be easily retrieved from
15 been effective June 1st, is what this document is 15 the call note system, correct?
16 referring to -- to put their -- to document calls 16 MR. BOISE: Object to the form of the
17 they were making on healthcare providers. 17 question.
18 MR. BOISE: just so the record is clear it's 18 THE WITNESS: I would have to work with our IT
19 June 1st, 2004. 19 folks to get that, but I certainly could pull data
20 Q And, in fact, this call system existed before 20 from the call notes. Now, what I don't know is how
21 2004, correct? 21 far back the data goes at any time.
22 A Yes, it did. 22 QUESTIONS BY MR. SUGGS:
23 Q Okay. Can you describe for us, generally, what is 23 Q Iunderstand. There's a limitation on anything.
24 involved in this call system or call note system? 24 But I mean since whatever system is present
25 A Depends on the time frame. While that system has | 25 now, you could certainly go to -- go to that
Page 195 Page 197
2§ been in place, the process of gathering call notes 1 database and make a query to pull up all of the
2 has changed over time. 2 call notes from Representative Harry Jones, for
3 Q Okay. Well, is it fair to say that the sales rep 3 example?
4 is expected to -- shortly after his calling on a 4 A I'massuming I would be able to. It's not
5 particular physician is expected to go to a 5 something I have done in management. We don't
6 computer database and enter information about the | 6 routinely pull together data from the call notes.
7 particular sales call that he had? 7 Q Okay. And similarly if you wanted to get all of
8 A Yes, that's correct. 8 the call notes with respect to a particular doctor,
9 Q And all of that information is to go into a 9 the call note database would permit you do so,
10 centralized database, correct? 10 correct?
11 A The sales representative inputs the data into their |11 MR. BOISE: Object to the form.
12 computer laptop which then is stored centrally, but |12 THE WITNESS: Again, you are outside of my
13 I don't know the details of how - how that 13 expertise in exactly what we can retrieve from the
14 information gets stored. 14 database.
15 Q Okay. Again, I'm not asking for the details; but 15 QUESTIONS BY MR. SUGGS:
16 it's fair to say that there is a database of call 16 Q Okay. Directing your attention back to Exhibit 9.
17 notes that describes the — or that lists the - 17 A Yes.
18 who the sales rep was, the doctors that they called |18 Q There is a Definitions section there and sales call
19 on, the products that they discussed and what was | 19 is defined as a face-to-face discussion about Lilly
20 said during the sales call, correct, or what 20 products between a healthcare professional and a
21 information was presented at the sales call? 21 Lilly sales representative, correct?
22 MR. BOISE: Object to the form of the 22 A Yes, itis.
23 question, compound. 23 Q And a call note is defined as a business record
24 THE WITNESS: No. It's important to note two |24 documented within a call system that accurately
25 things: One, it depends on the time frame, what | 25 reflects all aspects of the sales call, correct?
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Page 198 Page 200

1 A Yes. al MR. BOISE: Keep on working on it.

2 Q Okay. And then below that there is a section 2 QUESTIONS BY MR. SUGGS:

3 entitled "Information and Procedures" and there's 3 Q I would like to show you some call notes that have

4 some bulleted points below that, correct? 4 been produced to us in the Alaska litigation, and

5 A Yes. 5 T'll mark this next as Exhibit 10.

6 Q The second bulleted point states, "The goal of the | 6 (Deposition Exhibit 10 marked for

7 sales call is to appropriately influence a 7 identification.)

8 Healthcare Professional using the approved Lilly 8 QUESTIONS BY MR. SUGGS:

9 product information to allow him or her to choose 9 Q Which I'll represent to you is a page of call notes
10 the best therapy for his or her patients and 10 pulled from the sample that Lilly has produced to
11 ultimately to increase" the "sales of Lilly 11 us in the Alaska litigation. And it would appear
12 products," correct? 12 this particular page has call notes that were
13 A Yes, that's correct. 13 generated by Margaret Williams, several by her, and
14 Q And then on the following page there is a bullet 14 also by a Thea Jung.

15 point which states, "For each sales call and/or 15 Do you see that? {
16 sample drop, the sales representative must 16 A Yes, Ido.

17 accurately document the interaction in the 17 Q It appears that this call note database has !
18 Structured Call Note system in Premier." 18 various fields that include the name of the sales rep, |
19 Do you see that language? 19  the call date, the call ID, the prescriber last
20 A Yes, I do. 20 name, the prescriber first name, the city in which
21 Q What is "Premier"? 21 the prescriber is, the state, and then it has
22 A Looks like this was a typo here. It's probably 22 action, reaction, follow up. And the rest of the
23 referring to Premier Force which is the name of the |23 information I think probably comes from this
24 sales representatives' computer database to enter |24 litigation.

25 calls, again, in this time frame, 2004. 25 Were you -- what's your understanding of what

Page 199 Page 201
1 Q And the structured call note system, was that a 1 the Action field was for?
2 particular program within that Premier that is 2 A AsImentioned to you before, in this time frame
3 being referred to there? 3 this tool is really used for the reps to describe
4 A Yes. 4 in shorthand notes to themselves as to the notes
5 Q And it goes on to say, "If applicable, unsolicited 5 they wanted to record from their conversation with
6 questions or medical letter requests must be 6 the doctor.
4 documented within the SCN," or structured call note, | 7 Q And then what is the Reaction supposed to be?
8 "system according to policy, GPP 02-004 Unsolicited | 8 A The Reaction was designed to describe, kind of, a
9 Questions on Off-Label Information or Unapproved 9 customer reaction to the calls. And my experience

10 Products.” 10 with these field notes is often it's not what you

11 Did I read that correctly? 11 find in those fields. It all ends up really

12 A Yes, you did. 12 being shorthand notes to the representatives.

13 Q And that is the good promotional practice that we |13 Q Is it the policy and practice of Lilly management

14 referred to earlier in Exhibit -- trying to find 14 to also review the call notes of the sales reps?

15 the number here. If you find it before I do, let 15 A No, we don't routinely review the call notes from

16 me know. 16 the sales representatives.

17 A Exhibit 8. 17 Q Do you periodically do so?

18 Q Exhibit 8, very good. Thank you. 18 A The district managers are able to access the call

19 1 would also like to show you some -- 19 notes and if they choose to they can take a look at

20 MR. BOISE: Dave, is there a question pending? |20 a call note or discuss it with a sales

21 MR. SUGGS: I'm in the process of stating it. 21 representative.

22 MR. BOISE: Fair enough. Lots of shuffling of 22 Q Do you know who Margaret Williams was?

23 paper. 1didn't know if I missed a question, if 23 A No, I do not know Margaret.

24 there was one. 24 MR. SUGGS: Barry, can you tell me, is she the

25 MR. SUGGS: I was working on one. 25 lady who is deceased?
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) Page 202 Page 204
1 MR. BOISE: I believe so, yeah. i gave him the Donna patient type and tried to explain
2 QUESTIONS BY MR. SUGGS: 2 it's not in either."
3 Q Margaret Williams had three of the call notes on 3 Did I read that correctly?
4 this page, and we have been -- it's been 4 A Yes, you read that correctly.
5 represented to us that Ms. Williams is apparently 5 Q I would like to show you another call note or
6 deceased. And then there's also reference to a 6 collection of call notes, which we'll mark as soon
7 Thea Jung down at the bottom. 7 as -- I forgot to put a sticker on that.
8 Do you know if she is still a sales rep? 8 (Deposition Exhibit 11 marked for
9 A Idon't know. 9 identification.)
10 Q IfI could direct your attention to the bottom call |10 QUESTIONS BY MR. SUGGS:
11 note by Thea Jung. In the text of the Action --or |11 Q I'm handing you what we have marked as Exhibit 11.
12 I guess it's actually the text of the Reaction 12 This is another collection of -~
13 section it states, "Did full Z detail with/both. 13 MR. BOISE: Did you hand me one, David?
14 Dr. T said to just keep reminding him about Z 14 MR. SUGGS: I'm sorry.
15 because it's not 'stuck in' his head yet. Dr. B 15 MR. BOISE: That's okay.
16 said she misunderstood and thought Z was just for |16 QUESTIONS BY MR. SUGGS:
17 bipolar or schizophrenia and was really excited to  [17 Q -- of call notes.
18 hear that it was applicable to her practice for 18 This is another collection of call notes from
19 ‘complicated mood." 19 those that were produced to us in the Alaska
20 Do you see that, sir? 20 litigation. I would like to draw your attention
21 A Yes, sir, I do. 21 to -
22 Q And, sir, that indicates that, in fact, this 22 MR. BOISE: What you have handed me was a
23 doctor, after hearing the presentation by the Lilly 23 package of 13 pages.
24 sales rep, thought Zyprexa was for something other | 24 MR. SUGGS: I have not counted the pages, yes,
25 than bipolar or schizophrenia, correct? 25 13 pages.
Page 203 Page 205
1 MR. BOISE: Object to the form of the 1 Q Iwould like to direct your attention to the first
2 question. 2 call note on the first page, which appears to be
3 THE WITNESS: No, sir, it doesn't indicate 3 call notes of Margaret Williams, regarding her
4 that to me at all. Again, it's difficult. These 4 meeting with Dr. Kendrick Blais, Fairbanks, Alaska,
5 are shorthand notes; but if you are asking me to 5 and the notes say, quote, Doc initially said any
6 interpret this, the rep seems to be reflecting that 6 pats who needed ZYP were referred to a psych, but
7 the doctor was excited to hear that it could be i after detail realized he had pats who could benefit J
8 applicable for her practice for what she 8 from ZYP and that ZYP wasn't just for i
9 described -- or he or she described as complicated | 9 schizophrenics. Was impressed with how safe ZYPis |
10 mood disorder. It does not refer at all to the 10 and how much ZYP has been used for elderly patients
11 sales representative having suggested that. 11 and how ZYP reduces hostility, agitation, improves
12 QUESTIONS BY MR. SUGGS: 12 cognition. Then went over ZYP in bipolar mania.
13 Q Well, it says, "Dr. B said she misunderstood and 13 Do you see that language, sir?
14 thought Z was just for bipolar or schizophrenia and | 14 A Yes, sir, I do.
15 was really excited to hear that it was applicable 15 Q That indicates that this doctor was under the
16 to her practice for, quote, complicated mood, end | 16 impression that this category of elderly patients
17 quote," correct? 17 with hostility and agitation was different than the
18 A Yes, that's what the document says. 18 schizophrenics and different than bipolar mania,
19 Q It goes on to say, "Said she's looking forward to 19 correct?
20 trying it." In the Follow-Up section it says, 20 MR. BOISE: Object to the form of the
21 "Dr. T doesn't quite seem clear on the patient type. |21  question.
22 Wants to know if he should lump Z in with the 22 THE WITNESS: Again, these are shorthand
23 anti-anxiety drugs (he used Buspar as his example) |23 notes. It's difficult to tell what was noted here,
24 or if he should lump Z in with" all "the 24 but the rep seems to be indicating that the doctor
25 anti-depressants (he used Paxil as his example). I |25 describing just, as in here, some impressions
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Page 206 Page 208
1 around Zyprexa's usefulness in elderly patients. 1 Zyprexa as being especially good for patients whose
2 QUESTIO!‘IS BY MR. SUGGS: 2 symptoms were aggravated by an SSRI?
3 Q And, sir, Zyprexa was never approved for the 3 MR. BOISE: Object to the form of the
4 treatment of hostility in elderly patients, was it, 4 question, foundation.
5 sir? 5 THE WITNESS: Sir, what I can describe to you,
6 MR. BOISE: Object to the form. 6 as I have before, is what our marketing messages
7 THE WITNESS: Zyprexa does not have an 7/ were on a given time frame, but I would have to
8 indication for hostility in elderly patients. 8 know what time frame you were describing and then I
9 QUESTIONS BY MR. SUGGS: 9 could indicate to you what the company approved
10 Q And Zyprexa was never indicated for the treatment 10 message was.
1 of agitation in elderly patients, correct? 11 QUESTIONS BY MR. SUGGS:
12 MR. BOISE: Object to the form, foundation. 12 Q Let me show you another set of call notes, which
13 THE WITNESS: Zyprexa does not have a specific 13 T'll mark as Exhibit 12.
14 indication for agitation in elderly patients. 14 (Deposition Exhibit 12 marked for
15 QUESTIONS BY MR. SUGGS: 15 identification.)
16 Q And, in fact, Zyprexa was never indicated or 16 MR. SUGGS: Did I give you a copy?
17 approved for the treatment of cognition or for 17 MR. BOISE: Not yet.
18 improving cognition, correct? 18 MR. SUGGS: Sorry.
19 MR. BOISE: Object to the form. 19 MR. BOISE: While you are shuffling, this has
20 THE WITNESS: Improvement of cognition is certainly | 20 been marked as Exhibit 12, is a grouping of seven
21 a symptom of schizophrenia as can be hostility and 21 pages of call notes.
22 agitation, but there is not a specific indication for 22 MR. SUGGS: Yes.
23 cognition. 23 Q IfI could direct your attention to the first call
24 QUESTIONS BY MR. SUGGS: 24 notes -- the first call note on the first page,
25 Q And, in fact, nowadays, at least since 2004, 25 these appear to be call notes from Margaret
Page 207 Page 209
1 there's been a black box warning against using 1 Williams, dated May 17, 2002, with respect to a
2 Zyprexa for patients with dementia and Alzheimer's, | 2 meeting with Dr. Kathryn Flores in Soldotna,
3 correct? 3 Alaska, text which says in part, "Also got in a
4 MR. BOISE: Object to the form, foundation. 4 decent ZYP recap, reminded doc that ZYP is a great
5 THE WITNESS: Your language is not in the 5 mood stabilizer, especially for patients whose
6 specific label language that we currently have. 6 symptoms were aggravated by an SSRI."
7 QUESTIONS BY MR. SUGGS: 7 Do you see that language, sir?
8 Q Idid not represent that it was. 8 A Yes,sir, Ido.
9 There has been a black box warning in the 9 Q Now, there were drugs that were approved as being
10 Zyprexa label since 2004 with respect to the 10 mood stabilizers, correct?
11 elderly, correct? 11 A I would have to check the specific indications of
12 A Yes, that's correct. 12 Lithium and Depakote to know what the label
13 Q That did not exist in 2002 when this call note was [ 13 language is around their indication.
14 made, correct? 14 Q Well, Depakote was a mood stabilizer.
15 MR. BOISE: Object to the form, foundation. 15 Zyprexa was not indicated as a mood
16 THE WITNESS: No, I do not believe it did. 16 stabilizer, was it, sir?
17 QUESTIONS BY MR. SUGGS: 17 MR. BOISE: Object to the form, foundation.
18 Q Was Zyprexa indicated for the treatment of patients | 18 THE WITNESS: Again, I'm not a clinical
19 whose symptoms were aggravated by a SSRI? 19 expert, but my understanding of the term "mood
20 MR. BOISE: Object to the form. 20 stabilizer" refers to medicines that are indicated
21 THE WITNESS: Zyprexa's indication, as we have | 21 for treating bipolar disorder.
22 discussed before, was for schizophrenia and bipolar |22 QUESTIONS BY MR. SUGGS:
23 disorder. 23 Q Well, sir, as we have talked about before, in 2002
24 QUESTIONS BY MR. SUGGS: 24 Zyprexa was only indicated for schizophrenia and
25 Q Didn't sales reps in Alaska, in fact, promote 25 the acute manic phase of Bipolar I disorder.
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Page 210 Page 212
1 It was not approved as a mood stabilizer, was it THE VIDEOGRAPHER: Off the record at 3:05.
2 it, sir? Z (Recess.)
3 MR. BOISE: Object to the form, argumentative, | 3 THE VIDEOGRAPHER: We are back on the record.
4 asked and answered. 4 Itis3:10
5 THE WITNESS: As I answered, I am not a 5 EXAMINATION
6 clinical expert to be able to try to make that 6 QUESTIONS BY MR. BOISE:
7 distinction; but my understanding is that a mood 7 Q Mr. Noesges, just a few questions for you.
8 stabilizer is a way that clinicians and 8 You were asked about - during your prior
9 psychiatrists would describe a medicine that is 9 examination by Mr. Suggs, about what's been marked
10 used to treat bipolar disorder including bipolar 10 previously as Zyprexa MDL Plaintiff's Exhibit 1926,
11 mania. 11 June 2002 document, Primary Care Sales Force
12 QUESTIONS BY MR. SUGGS: 12 Resource Guide.
13 Q Well, the acute manic phase of Bipolar I disorder |13 Do you see that document in front of you?
14 is something that lasts only for a couple of weeks, |14 A Yes, I do.
15 isn't it, sir? 15 Q Does this represent the exclusive means of training
16 MR. BOISE: Object to the form, beyond the 16  a sales force concerning messaging in primary care?
17 scope. 17 A No, this document would be one aspect of many
18 THE WITNESS: Again, clearly, I'm not a 18  aspects of training. I think for -- anytime you
19 medical expert, but that's certainly not my 19  see a training document like this, it needs to be
20 understanding. A manic phase can last for variable | 20 put in the context of our typical training
21 times and stabilizing mood is a way that I have 21 approach, which would be to provide a guide like )
22 often heard clinicians describe treating any phase |22 this for sales representatives to read. |
23 of bipolar disorder including the manic phase. 23 Then, typically, we follow up either with a
24 QUESTIONS BY MR. SUGGS: 24 conference call or a district sales meeting, at
25 Q Sir, the labeling for Zyprexa never stated that it 25  which time the district manager would review the
Page 211 Page 213
1L was good especially for patients whose symptoms 1 content of the guide and the direction of the sales
2 were aggravated by an SSRI, did it, sir? 2 message.
3 A No, sir, it did not. 3 The representatives would typically practice
4 Q IfI could direct your attention to the call note 4 that message, and then we have routine follow-up
5 that is second from the bottom, this is another 5 with our district sales managers, when sales
6 Margaret Williams' call note dated June 6th, 2002. 6 representatives are actually making calls on
7 Under the Action section it states, quote, 7 physicians, for them to follow up and observe the
8 Actually got in a decent ZYP detail for patients 8 sales representatives making calls, at which time
9 with unresolved symptoms, patients who fail on an 9 they can provide them feedback and how well they
10 SSRI, patients could be suffering from complicated |10  deliver the message and how they respond to
11 mood order, perhaps bipolar, ZYP is an excellent 11 physicians' concerns.
12 mood stabilizer, very safe, easy to dose? 12 Q Now, you were asked questions about a reference to,
13 Do you see that language, sir? 13 quote, complicated mood disorders. In particular,
14 A Yes, sir, I do. 14 you were asked about questions on page 3 of the
15 Q Zyprexa was never indicated for patients who fail 15 document on the right-hand column under ZYPREXA in
16 on an SSRI, was it? 16 Primary Care.
17 MR. BOISE: Object to the form of the 17 Do you see the reference to complicated mood
18 question. 18 disorders in that paragraph?
19 THE WITNESS: No, sir, Zyprexa does not have a | 19 A Which paragraph are we looking at?
20 specific indication for patients who fail on an 20 Q Under ZYPREXA in Primary Care, you were asked
21 SSRI. 21 specifically about Zyprexa and complicated mood
22 MR. SUGGS: I have no further questions at 22 disorders which is halfway down that paragraph.
23 this time. 23 A Yes.
24 MR. BOISE: Why don't we take five minutes. I |24 Q Is bipolar disorder a complicated mood disorder?
25 have five minutes of questions. 25 A Again, I'm not a medical expert and I rely on my
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Page 214 Page 216
1 medical colleagues to help me interpret this, but 1 couldn't make a diagnosis from it.
2 it is certainly my understanding of mood 2 Q If there was any questions about what Zyprexa is
3 disorders, that bipolar disorder would be a 3 indicated for expressed by a physician, does this
4 complicated mood disorder. 4 page also refer to what a sales rep was to say in
5 And, as I've both interacted with Lilly 5 this time frame, directing to Item 3?
6 physicians and with a large number of clinicians, 6 A Yes, in this time frame, you know, the front page
¥ there seems to be a common agreement that bipolar| 7 talks about four potential common areas of concern
8 disorder would be a complex -- or complicated mood | 8 a physician would have. In this one would be,
9 disorder. 9 Physician being concerned that you are not
10 Q Isthere any question in your mind that the 10  indicated.
11 reference to complicated mood disorder in this 11 And then I think what this verbatim is
12 document refers to bipolar disorder? 12 designed to do is to help the rep clarify that, in
13 MR. SUGGS: Objection. 13 fact, we are talking about Donna who has a complex
14 THE WITNESS: That's clearly how I would 14 set of symptoms, but then goes on to say that
15 interpret the document. Just by reading a little 15 Doctor, just to be clear, "What I am suggesting is
16 bit further it says, "ZYPREXA will continue to 16 that Donna may have bipolar disorder because these
17 revolutionize the way complicated mood disorders 17 symptoms may be related to mania instead of
18 are treated by primary care physicians.”" 18  depression."
19 And then the following statement is, "Just as 19 And then in the third bullet point, just to be
20 Prozac revolutionized the treatment of depression 20 as clear as we can, reinforces that "Zyprexa is
21 in the late 80s and throughout the 90s, so too will 21 indicated for the treatment of the acute bipolar i
22 ZYPREXA forever change the way primary care 22 mania in patients who display an acute manic or
23 physicians view and treat bipolar disorder." 23 mixed episode."
24 The connection there seems pretty clear to me. |24 MR. BOISE: Thank you. Those are my
25 Q Direct your attention to what's been previously 25  questions.
Page 215 Page 217 |
1 marked as Plaintiffs' 1961. 1 MR. SUGGS: Let me take a look at one thing. |
2 A This other document? 2 I have no further questions.
3 Q It's the other document. In particular, I'm 3 MR. BOISE: Okay. Thank you. i
4 referring to page 4 of that document. 4 THE VIDEOGRAPHER: Marks the end of the !
5 Can you read for the jury what Item 4 says on 5  deposition of Dave Noesges, Tape 4 of 4. We are
6 this page? 6  off the record at 3:16. i
7 A Yes. Item 4 says, "The MDQ is one tool that may be ;
8 used to help screen for bipolar disorder in
9 patients like Donna.” 1?) AND FURTHER DEPONENT SAITH NOT.
10 Q Do you know what a screening tool is? 11
11 A Yes, Ido. |
12 Q Is it something different than a diagnostic tool? 1 DAVIDTHOMAS NOESGES |
13 A Again, it's -- I would rely on my medical 13
14 colleagues in terms of an expert interpretation, 14
15 but my understanding is a screening tool is a tool 15
16 to aid in diagnosis but cannot make a diagnosis in 16
17  and of itself. 17
18 Q So it's your understanding that MDQ is not a 18
19 diagnostic tool? 19
20 A Yes, that's correct. 20
21 1 think I may have previously described it as 21
22 a diagnostic tool. If that's the case, then I 22
23 misspoke. At least in my understanding, it would 23
24 just be used by a dlinician to help screen for -- 24
25 in this case, for bipolar disorder, but they 25
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1 STATE OF INDIANA : 1 e gl TR T TR fezen
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8 DU, - 50 A
4 I, Carolyn L. Smith, a Notary Public in and for 3 PAGE LINE CHANGE
5 said county and state, do hereby certify that the AN,
6 deponent herein was by me first duly sworn to tell the L e
7 truth, the whole truth, and nothing but the truth in the 6 T Sa
8 aforementioned matter; 7o
9 That the foregoing deposition was taken on St -
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13 That said deposition was taken down in 1OE
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15 under my direction; and that the typewritten transcript 15 e e T
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Situation Overview

The competition has been trying to convince our customers that ZYPREXA is not appropriate for
many patients because of weight gain and the risk of hyperglycemia and diabetes. For our Lilly
counterparts in the Retail Psych market, byperglycemia/diabetes has become a major obstacle. In
October 2000, 60% of psychiatrists surveyed in market rescarch stated that they believed there
was a link between ZYPREXA and hyperglycemia/diabetes. In April 2001, that number
increased to 100% of psychiatrists surveyed. You can sce that in a-short period of time,
perceptions can change dramatically.

With the launch of Risperdal into primary care, it is expected that these issues will be a key focus
in their message. In addition, at the APA this past April, Pfizer and Janssen both spensored
programsto promote the idea that ZYPREXA causes diabetes and weight gain—despite the fact
that there is no credible body of data that establishes causality between ZYPREXA and
hyperglycemia or diabetes.

By knowing the facts, you can more effectively and efficiently handle any objections raised by
physicians BEFORE it becomes an issue. Four Key Message points in bold:

. Patients treated with ZYPREXA, risperidone. haloperidol, divalproex, and ziprasidone in

clinical trails had cumparable Tates of diabetes and hyperglycemia, even when the
data was analyzed in 3 different ways.

. Althongh weight gain is one of the risk factors associated with diabetes, it is there is
no direct 1:1 correlation. Weight gain can happen independently of diabetes,
and diabetes can happen independently of weight gain.

. Pfizer's own study demonstrated comparable rates of hyperglycemia with ZYPREXA
and ziprasidone (a supposedly “weight neutral” product).

. Diabetes is common in the general adult population and is even

mOore Common in psychiatric patients. Individuals with schizophrenia and bipolar
disorder may have upward of a 2-to 4-fold increase in risk.
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A number of factors affect a person’s risk for diabetes, including
those :ﬁ are 1;mmsrc (such as family history/genetics) and those that are physical (such
as weight gain)

Psychotropic-therapy in any individual patient should be evaluated in the context of that
patient’s overall response and toleration of therapy—the “risks/benefits” equation.

Strategy

First and foremost, striking the right tone with is ial. Many have
stated they are tired of representatives who <ither “bash the competition™ orwho deny or
minimize the doctors’ concemns. We must be proactive with the weight gain issue and only use
the diabetes sell sheet when responding to a.concern from a physician.

Qur goal is to continue to drive new patient starts on ZYPREXA, keep patients on therapy
longer, and ensure the appropriate dose is utilized. In order to maximize this effort, we must
neutralize the hypergl: ia/diat issue, help pl manage weight gain. and continue to
sell the unparalleled efficacy and dependability ef Zyprexa.

By neun'a]lzmg Wwe mean ]cveﬁng the playmg field, setting the record straight with a “comparable

and that ZYPREXA has the: best safety and efficacy
profile of any atypical a.nupsvchotm In order to do so, we must:

. Explain to doctors that diabetes is a disease which Lilly takes very seriously. We
o have been a pioneer in this field for the last 50+years and have studied the issue of
hyperglycemia/diabetes extensively.

. Admit up front that all antipsychotic medications can i

PSY

blood glucose levels.

. Admit that ZYPREXA can cause weight gain, but that does NOT miean it will cause |
diabetes. There is no 1:1 relationship between weight gain dnd diabetes. |

. Explain that patients with severe mental illness are at higher risk for developing diabetes
than the general population.

. Be patient focused.

Explanation of Diabetes Sell Sheet (OL 21620) . ;
Message Point #1 \

On the first page, the top graph is a comparison of the incidence of treatment-cmergent diabetes
in longer head-to-head trials. The physician will have data that compares ZYPREXA with other
antipsychotics as well as a mood stabilizer. Summary: All agents had comparable rates in
treatment emergent diabetes and hyperglycemia.

The second graph measuring baseline-to-endpoint changes in blood glucose presents information
from a bulleted point ina previous sales aid, with the addifion of the Pfizer study. This data
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demonstrates that all agents except clozapine had mean blood glucose values within the normal
range. The Pfizer studywas added for 2 reasons: (1) to show a comparison vs ziprasidone (a
supposedly “weight neutral” product, yet ble rates of hypergl. ia were still found),
and (2) to show that whether fasting (Pfizer) or random (Lilly) blood sugars were taken, the
results were the same, Summary: All agents (except clozapine) showed similar changes in
Random Glucose Levels, and ZYPREXA vs. ziprasidone showed similar changes in Fasting
Glucose Levels.

The third graph measuring an individual patient’s likelihood of experiencing random glucose
clevations was also derived from a bulleted pointin the pi diabetes piece. This i i
graphically illustrates the thresholds that were used to determine normal plasma glucose, elevated
plasma glucose, and diabetcs. Summary: Individuals taking ZYPREXA were no more likely
to experiénce glucose elevations than patients on haloperidal or risperidone, despite their
initial glucose level. Therefore, a patient with a high blood glucose level at baseline was no
more likely to show an increase than a patient who had a low glucose level at baseline.

Message Point #2

Many physicians think there is a logical link between weight gain and diabetes. In market
research we see that many of them even use these two words interchangeably. We believe it is
essential 1o weaken this link in order to neutralize the diabetes/hyperglycemia issuc.

The pic chart on the left demonstrates that patients who had an episode of hyperglycemia did not
experience substantial weight gain. The right side looks at the patients who did see substantial
weight gain and skows that an overwhelming number experienced no glycemic abnormalitics.
Summary: Weight gain and hyperglycemia does not exhibit a 1:1 carrelation. In the rare

e case that patieats experienced hyperglycemia, the majority (79%) did not experience weight
gain. Additionally, 96% percent of patients who had substantial weight gain did not
experience any glycemic abnormalities.

Message Point i3 and #4
These points are the same as in the previous diabetes sell sheet. Diabetes is a common illness in

the general adult population, and 1s more in patients with psychiatric illness. Italso
examines various intrinsic and variable risk factors for diabctes,

Summarv

Eli Lilly and Company has a proud history in innovative diab h. The relationshi
between ZYPREXA and diabetes/hyperglycemia is a top priority for the company and has been
studied extensively. The facts illustrate no difference in the incidence of treatment-emergent
hyperglycemia and diabetes for patients ZYPREXA, haloperidol, risperidone, ziprasidone, or
divalproex. Neutralizing any concern from our customers will be essential to the future growth of
ZYPREXA in this marketplace.

Question/Answer

How can ZYPREXA show comparable rates of hypergl, ia to other agents when it causes |
more weight gain, and significanr weight gain is a risk factor for diabetes? !
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Qbesity is one of many risk factors for diabetes. Clearly, there is not a 1:1 comelation between
weight gain and diabetes. In other words, weight gain can happen independent of diabetes and
diabetes can happen independent of weight gain. The singlé most important risk factor in clinical
trials may be persistent and severe mental illness. Additionally, other factors like lifestyle and
family history all play an important role.

Your data looks good, but itiis not what I am secing in my-daily practice. I have seen u higher
incidence of hyperglycemia/diabetes in my ZYPREXA-treated patients. How do you expldin
this difference?

Doctor, vour clinical experience is extremely important. However, your experience scems 16 be
different from large-scale clinical studies.

There may be a couple of reasons why this may be the case. First, some physicians were more
sclectively assessing ZYPREXA patients for hyperglycemia or diabetes. When they began to
assess pafients on other medications as well, they began to uncover additional cases.

Secotidly, other physicians have realized their perceptions have been influenced by the fact that
they have significantly more patients on ZYPREXA.

Another possibility may be that your patient population may be different. For example, you may
be treating a more severely memtally 11l population and using more ZYPREXA than other
physicians,

Does ZYPREXA affect risk factors other than weight gain?

That’s an excellent question, since thero are many factors that impact a person™s chance of
developing diabetes. Some of these are intrimsic and can not be impacted by lifestyle or any agent
(such as genetic risk. age, gender, etc.). In terms of variable risk factors like-prolactin levels,
ZYPREXA does not appear to have any effect that might raise glucose levels. Regarding various
lifestyle factors (lack of exercise, excessive-alcohol intake, etc.), these may improve to the degree
that a patient experiences cfficacy from ZYPREXA, potentially improving their risk profile.

Is there a direct effect of ZYPREXA on diabetes?

We've gone back and looked for evidence both preclincially and in our clinical comparisen with

other antipsychotics and mood stabilizers to determine whether or not ZYPREXA directly

interferes with insulin relcase or insulin activity. We have not found a direct effect. Specifically:

. We have ined our longer-term preclinical animal studics and have not found any
changes in insulin release or changes to the pancreas,

. We also looked to determine if there were higher rates of diabetes vs comparator drugs in
clinical studies. If there was a ZYPREXA-specific effect, you would expect to find much
higher rates of diabetes with ZYPREXA, probably in the first weeks or months of
therapy. In fact, our head-to-head clinical trials show comparable rates of diabetes or
hyperglycemia to haloperidol or risperidone. While this data can not rule ont a class
effect, it is evidence against a ZYPREXA-specific effect.

. We are inuing to i igate these g quite carefully
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Does ZYPREXA cause Type I diabetes?

No. Most treat ‘gent diabetes reported with ZYPREXA and other psychotropics is
Type IL. We do know that there are patients, independent of the agent they are taking (and even
some patients nof taking any agent at all), who develop Type 1 diabetes. In our-controlled clinical
erls rates of developing Type 1 diabetes are not higher with ZYPREXA than with baloperidol or

id Even in pre-clinical animal data, there is no evidence to suggest that ZYPREXA
(zm Type Ldiabetes.

Scientific Background (review to extent necessary)
General Overview: Basic Biology

The human body needs fuel in order to function. As we eat, our body: breaks down some of the
food into sugars, one of which is ghicose, the body’s main firel. After glucose is created, it must
be transported to the cells, where it is oxidized (burned) to supply energy and allow the body to
function. (Most cells can also use alternate energy sources, such as lipids or proteins, but
generally use glucose first.) The blood carries glucose to individual cells. As glucose enters the
bloodstream, a persen’s blood glucose level begins to risc, then gradually returns to the normal
range as glucose passes mnto the cells.

1t is important to realize that there are daily fluctuations in blood glucose levels. as well asa great
deal of inter- and intra-person variability. For example, a measurement of fasting blood sugars
(obtaincd by assessing blood glucose levels 8-12 hours after the last food intake) results in “ideal”™
plasma Ievels that may range from 70-100 mg/dl. Nondiabetic individuals usually have fasting
glucose levels below 125mg/dl.

The body has & very complex system that makes glucose available 10 cells to produce energy, and
generally this system keeps blood glucose levels within a normal range. When the body senses
an mcrease in glucose, it sends a signal to the beta cells of the pancreas 1o make insulin. Insulin
is a hormone that lowers the blood glucose by acting as a key to unlock the body’s cells, thus
allowing glucose to pass from the bloodstream into the cells. Once the pancreas releases insulin
into the blood, the blood glucose level begins to fall back to normal as the insulin allows glucose
to pass from blood into the cell. Thebody’s cells then utilize the ghucose for fuel, creating energy
for the body.

When the system fails. . .

1f the body doesn’t make enough insulin or if the insulin doesn’t function properly, the sugar
cannot gain access to the cells. Instead, the glucose stays in the blood. causing the blood sugar
level to be high, potentially signaling diabetes.

Just because a person’s bloed sugar levels may be elevated docsn’t necessarily mean that person
has diabetes. A person has “high blood sugar™ or hyperglycemia when his or her blood sugar
level has risen and stayed well above the ideal range. It requires consistent elevations over a long
period of time to be considered diabetes.

Hyperglycemia vs Diabetes

Zyprexa MDL 1596: Confidential-Subject 'c
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Hyperglycemia and diabetes are conditi haracterized by abnormalities in the body’s ability to
usc glucose.

Hyperglycemia that persists for a short period of time usually does not have an adverse effect on
the body. Sometimes, hyperglycemia can cause symp such as ive thirst and urinati
If hyperglycemia persists for a long peried of time (as in diabetes), it can damage certain organs
of the body such as the kidneys, eyes, and nerves. Although many individuals experience
hyperglycermia, such as- after quickly eating a high calorie meal or when tliey ar¢ ill, usually the

levated glucose is and goes away withont medical intervention.
Diabetes is a compl bolic disorder predominantly ch ized by blood glucose levels
that are consistently higher than mermal (hypﬂglywma) But diabetes is more than just
hyperglycemia; frequently it also entails other bolic prot such as elevations in
cholesterol and triglycerides.
Other definitions

Fasting plasma glacose (FPG)—collected from a patient who has no-caloric intake for at least §
hours. This s the preferred method for because it eliminates high measurements
that may resnlt from a patient’s eating pattem.

Random plasma gloco: llected any time of the-day independent of when or what the
mdividual last ate. This test has its limitations but depending on the patient’s situation, itmay be
the best alternative.

Impaired glucose tolerance (IGT)—These criteria define a group of patients who are
hyperglycemic but do not meet the criteria for a diagnosis of diabetes.

Defining diabetes by blood glucose levels

Measurement Diabetes Impaired Glucose Normal
Tolerance (IGT)

Random Glucose | 200 mg/dl | 160-200mg/dl | <160 mg/d]

Fasting Glucose | 126 mg/dl | 110-126 mg7dl <110 mg7dl

The role of psychotropics and hyperglycemia/diabetes:

Several psychotropics have been associated with high insulin levels and insulin resistance (eg,
chlorpromazine, divalproex). The National Diabetes Data Group listed chlorpromazine,
haloperidol, and lithium under drugs that impair glucose tolerance.

Zyprexa MDL 1596: Confidential-Subject to Protective Order
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hypergly are included asadverscevants inthe package i inserts ofmosuypuzl
anupsynboucs and mood stabilizers and all ly app myplwl ip 3 ,

since obesity is a risk factor for diab limei 1ay be more t
among patients with substantial weight gain during trea!.mcn(

Cam af hyperglycelma have been found and noted in clinical trials with atypicals; in fact,
and d

‘There have been a number of case reports describing t diat during: with
ZYPREXA. Ofnote, many of the  reports of abnormal glucose levels involved patients with other
tisk factors for developi including race, obesity before treatment, or
personal/family history. of dlabetes In particular; of 15 case reports regarding treatment with
ZYPREXA, 12 involved patients with a history of obesity.

Bevond case reports. in the literature, there have been a sumber of studies implicating ZYPREXA
as having highcr rates of hyperglynemia or diabetes. Perhaps the best known is the as-yet

blished work of Dr. who performed a retrospective study looking at
hyperglycu-nm after an oral ghicose load in patients on ZYPREXA, risperidone, haloperidol, or
clozapine.
While provoking i ing medical ch questions, the data does not have practical

application. nor does it draw concrete conclusions. The Newcomer study is limited by a number
of factors: First, the database is quite small, inchuding <10 patients per group. Second.-the study
was designed to focus on cognition and was NOT intended to examine hyperglycemia. As such,
it did not control for variables such as pafient dict or fanily history of diabetes. Most
importantly, assignments to different drugs were not randomized.

i To point out how potentially spurious Dr. Newcomer’s findings are, it is instructive to look at a
very similar study undertaken by Dr. Prior and colleagues from Alberta, Canada. Dr. Prior
conducted a study to investipate whether patients taking clozapine, risperidone, and ZYPREXA
have unnsual responses to oral glucose challenges. Unfortunately, this study-also had a small
sample size (0=28) and the patients werenot randomly assigned to treatment. However, the
results indicated that none of the patients treated with ZYPREXA had abnormal glueose
metabolism, 40% of patients treated with risperidone had abnormal resuits, and 67% of patients
treated with clozapine had abnormal results.

Zyprexa MDL 1596: Confidential-Subject {o Protective Order
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ZYPREXA “FREQUENT AREAS OF CONCERN” OR “FAOC”

1. Ido not treat that type of patient.

Cushion: Thanks for sharing that with me.

Probe 1: What concerns do you have in treating a patient like this? (or Donna)
(This is a great place to “understand needs.” Is the PCP afraid of treating the
disease state or afraid of the medications he/she will use?)

Probe 2: If you had safe and effective treatment options, how would that impact
your decision on whether you freat a patient like Donna or refer them to a
psychiatrist?

Important notes: a: Make stre the PCP recognizes the type of patient we are
talking about today, nat the psychotic patient or severely ill patient, but the
complicated mood patient who has symptoms of irritability, anxiety, poor sleep
and mood swings. This is most likely a patient he has seen for a few years and
has felt comfortable treating. b. Having confirmed the patient type — it is now
time to further understand the needs of the physician — and to satisfy those needs
with Zyprexa.

2. Zyprexa is an anti-psychotic.

Cushion: That is correct, dogtor. When Zyprexa was launched, our initial
indication was for schizophrenia.

Claxify: What is it about anti-psychotics that you are concerned about?
Address AOC: The FDA has now classified Zyprexa as a psychotropic (see first
line in PI), as it is the only medication indicated to treat both schizophrenia and
bipolar mania. Zyprexa is indicated for both the short term and long term
trequment of schizophrenia and acute bipolar mania. Address AOC: Zyprexa's
safely profile is much more favorable than the older typical anti-psychotic agents
you may be familiar with. Go to Favorable Safety Page (pg. 6 in Detail Aid) and
address the concern.

Check for Agreement

Get Back to Selling

Note: The American Psychiatric Association recently updated its Standards of
Care for Bipolar Iliness and listed Zyprexa as first-line therapy.

3. Iam concerned about EPS/TD.
Cushion: 1 understand your concern regarding EPS/TD
Clarify: Can you clarify your concern regarding EPS?
Address AOC: (go to Favorable Safety page) EPS: Zyprexa has a low risk of
EPS, and ina study using the most exacting measurements, the Simpson Angus
Scale, Zyprexa's rate of EPS was comparable fo placebo across all dose ranges
(page 6) (if physician is utilizing/comparing with Risperdal). In a head-to-head
study vs. Risperdal, the rate of EPS for Zyprexa was 12.5% vs. 22.3% for
Risperdal. TD: Zyprexa has a minimal risk for Tardive Dsykinesia (ID). Ina

For internal use only. Not for use in detailing
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clinical trial vs. Haldol, the incidence of TD was .52% with Zyprexavs. 7.45%
with Haldol over a 1-year period.

Check for Agreement How do you feel about this safety data?

Get back to Selling

4. I am worried about sedation.
Cushion: Thanks for sharing with me.
Clarify: For a patient like Donna, who presents with irritadility, anxiety, mood
swings and disrupted sleep, how do you think somnolence may affect this patient?
Address AOC: The £/ side effect that occurred in clinical trials with Zyprexa
was somnolence. It appears to be fransient and may benefit some patients.
Therefore, it is recommended to take Zyprexa either at bedtime or earlier in the
evening. Now, if a patient is drowsy in the marning, remember that Zyprexa has a
6 hour Tpeak (time to peak concentration), so simply instructing your patient to
take their tablet earlier in the evening, perhaps at dinner, may alleviate the
marning drowsiness.
Check for Agreement How do you feel about this safety data?
Get back to Selling

5. 1am concerned about weight gain.
Cushion: Thanks for letting me know your concern.
CQlarify: Is this something you have seen in your patients or heard about?
Address AQC: Zyprexa may cause an increase in appetite that can lead to
weight gain. The increase in appetite can be manageable, and diet and
behavioral modifications can help. Many describe this as carb-craving so
discussing this up front with your patients is helpful. You can suggest that
patients drink diet soda instead of regular soda, or cut back on the amount of
carbohydrates they eat. Some patients adopt a “1-plate rule” when they sit down
Jor dinner. Increasing daily activity may also help manage weight
Check for Agreement How do you manage weight gain that results from other
medications? If the physician has further questions, offer to have a medical letter
sent to them.
Get back to Selling

6. Jam concerned about diabetes.

Cushion: Thank you for sharing this concern with me.

Clarify: Is this something you have seen or heard about?

a. Address AOC: ] understand your concern. The incidence of diabetes is 2-4X
more common in mentally ill patients than in the general population. In every
study examining this subject, no causal relationship has been established
berween patients being treated with Zyprexa and the onset of diabeies. The
incidence of diagnosed tr -gen! diabetes with patients taking
Zyprexa was comparable to those patients lreated with Risperdal, Haldol and
Depakote in every clinical study conducted by Lilly or by our competitors.
These facts suggest that you should choose a medication based on its efficacy

For internal use only. Not for use in detailing



in treating li d mood symp but to be aware of the incidence of
diabetes in this | population and address it appropriately.

Check for Agreement

Get back to Selling

Important notes: Confidence and correct tone is very important. We cannol
dismiss this objection as a non-issue but rather we need to understand their
concerns and-address them appropriately.

For internal use only. Not for use in detailing
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Our goal and focus is on creating a
market with Donna. The competition
wins if we are distracted into talking
about diabetes. So, stand strong
against their ploys and answer the
AOC concisely and with confidence!

Gompany Confidental. s A o
Cofyfight © 2031 Ei Lily and Gompany Ror internal yse only, Not for use in detailing.
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This is a highly competitive driven issue.
Therefore, we will NOT proactively address the diabetes
concern, but rather only when it arises from an MD.
if it does, please do the following:

1. Cushion/Clarify the AOC

2. Handle by providing the verbatim

3. Check for agreement, if not satisfied then utilize the sell
4. Restate the verbatim while utilizing the diabetes sell sheet
5. Check for agreement and get back to Donnal

G S B L s compony For internal use only. Net for use in detailing,
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act

“are th

abetes is common in the general population, even
reaching epidemic proportions. Moreover, patients
with mental iliness are 2-4 times more likely to
develop diabetes. (Inside cover, ‘Diabetes is
common” section 3)
As the “Diabetes Care” company, Lilly takes this issue
very seriously and will continue to offer solutions. (Not
written on the sefl sheet but use as a segue to the next
point)
When you look at various agents to treat patients with
mental illness, the rate of treatment-emergent
diabetes is comparable across agents. (Front cover,
“Comparable rates...” section 1)

Correct tone is everything: Stuy Confident and Informative

Ggmpany Confidentlal 2 ¥ A1
" Copyrght ©:200) ER Litly and Company For infernal use enly. Not for use i detriling,

Zypresa MOL Paintits' Extutll No 01952
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For customers who ask about Diabetes as it relates to risk factors
such as weight, please provide the following verbatim.

1. While there is a relationship between weight (or specifically
- obesity) and diabetes, it is not exact and constitutes one of
many risk factors for diabetes. For example, another is
hyperprolactinemia (Inside cover, “A number of factors...”
section 4)

2. Even among the patients that had substantial weight gain
with Zyprexa, over 96% had no glycemic abnormalities at all.
(Inside cover, “Weight gain....” section 2)

Remember correct tone is critical, Confident and informative!

Our customers just want the facts and reassurance

Gompany Gonfldental A : 3
CopmaR €200 B LY apd Gorpary For internal yse only. Not for use in detailing,
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Comparable rates of diabetes and
hyperglycemia among psychotropics

| Patients treated with ZYPREXA had rates of diabetes and hyperglycemia comparable to those
in patients treated with risperidone, haloperidol, and divalproex sodium in clinical trials*

Incidence of diagnosed treatment-emergent diabetes in longer head-to-head schizophrenia and bipolar mania trials”

ZYPREXA vs hulopesidal ZYPREXA ws risperidone ZYPREXA vs divalproe
3(1-year) posied srudica -month sndy 11-mouch seudy
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Baseline to endpoint increase in average glucose level across comparative studies*
PFIER STUDY

Random Glucose Levels'
(Meza Levels]

Fasting Glucose Levels®
(Median Levels)

| g Diabetes (Fasting Plasma Glucose]'

Elevated Fasting Plasma Glucose*

-8 ZYPREXA (o=112)
51 sipridene (aw104)

B ZYPREXA (ne172)
B risperidane (n-164) .

1. Allison DB, et . Presented at: 2001 International Congress of Schizophrenia Research, Vancouver, British Columbia.
2. Giick ID, et al. Presented ar: 2001 Annual Meating of the Amevican Psychiatric Association, New Orleans, Louisiana.
- Please see inside for study methodologies.

+ Diabetes (Fasting Plasma Glucoss) defined by ADA guidelines as 2126 mg/dL (2 fasting blood draws).

1 Elevated Fasting Plasma Glucose defined by ADA guidelines as 2110 mg/dL. (see reference 17).
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| For safety information on haloperidol, risperidane, clozapine, divalproex, and ziprasidone, see the manufacturers’ respective package Inserts.
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Ininiduél patient likelihood of random glucose elevations'

Random Plasma Glucose Levels

* In head-to-head data measuring random glucose, the likelihood of an
it individual patient exceeding any of the following thresholds was
Wiellitus’ examined (126 mg/dL, 140 mg/dL, 160 mg/dL, or 200 mg/dL).*

* Individuals on ZYPREXA were not more likely to experience glucose
Elevated elevations than those on haloperidol or risperidone at any threshold.™

Glucoset

1. Allison DB, et al. Presentsd at: 2001 International Congress of Schizophrenia Research, Vancouver, British Columbia.

* Thresholds examined In this analysis.

+ Diabstes (Random Plasma Glucoss) defined by ADA guidelines as 2200 mg/dL. confirmed with a subssquent fasting or oral piasma giticoss test.
+ ¢ Blevated (Random Plasma Glucoss) outlined by ADA-supplied information 2s >160 mg/dL-

§ P values ranged from 0.1 to 0.93.

- g,
2 ’ Weight gain and hyperglycemia* o
Of patients treated with ZYPREXA, the Even among those patients
majority (79%) of those who had an episode with substantial weight gain,*
of hyperglycemia® did not experience over 96% had no glycemic
substantial weight gain* in longer-term abnormalities at all.
comparative studies.
- 79% ;
experienced

had no substantial no glycemic

weight gain abnormalities at all
* Analysis from Lilly d head-to-head treatment trials. Please see inside for study msthodology.
1 Hypergiycemia episodes and glycemic abnormalities dsfined as random glucose levels 2160 mg/dL
+ Substantial weight gain defined as >10% increase in weight.
The Adverse Reactions section of the full Prescribing Information for ZYPREXA includes i
diabetes mellitus (infrequent), diabetic acidosis (rare), and ketosis (rare) as well as postintroduction reports of diabetic coma.
Sea accompanying safety profiie and full Prescribing Information for ZYPREXA.
For safety information on haloperidol, risperidone, clozapine, divalproex, and ziprasidone, see the manufacturers' respective package inserts.




Additional prescribing considerations for ZYPREXA

The most event associated with ZYPREXA in 6-week schizophrenia trials vs placebo
was somnolence (26% vs 15%). Also observed (ZYPREXA vs placebo) were:

postural hypotension (5% vs 2%) akathisia (5% vs 1%) dizziness (11% vs 4%)
constipation (9% vs 3%) personality disorder* (8% vs 4%) weight gain (6% vs 1%)
The most d event associated with ZYPREXA in placebo-controlled bipolar mania trials
was somnolence’ (35% vs 13% for placebo) Also observed (ZYPREXA vs placebo) were:
dry mouth' (22% vs 7%) dizziness’ (18% vs 6%) dyspepsia (11% vs 5%)
asthenia' (15% vs 6%) constipation (11% vs 5%) increased appetite (6% vs 3%)
tremor (6% vs 3%)
! of hepatic i

In placebo-controlled schizophrenia studies, clinically significant ALT (SGPT) elevations (23 times the upper fimit of the nomal range)
were observed in 2% (6/243) of patients exposed to ZYPREXA compared to none (0/115) of the placebo patients. None of thesa
patients experienced jaundice. Periodic assessment of transaminases is recommended in patients with significant hepatic disease.

No baseline ECG required
No difference in clinically significant QTc prolongation with ZYPREXA compared to placebo in premarketing clinical trials.
Orthostatic hypotension

In premarketing trials of oral ZYPREXA, some patients may have experienced orthostatic hypotension associated with dizziness,
tachycardia, and in some cases, syncope (15/2500, 0.6%).

Low potential for drug interactions

Important for patients changing to ZYPREXA from other antipsychotics and for those on multiple medications, such as diazepam,
imipramine, lithium, warfarin, theophyliine, and biperiden.

Coadministration of diazepam or ethanol with ZYPREXA may potentiate orthostatic hypotension.

Tardive dyskinesia—as with all antipsychotic medications, prescribing should be consistent with the need to minimize TD. If its
signs and symptoms appear, discontinuation should be considered.

Seizures—occurred infrequently in premarketing clinical trials (22/2500, 0.9%). Confounding factors may have contributed to
many of these cccurrences. ZYPREXA should be used cautiously in patients with a history of seizures or with conditions that
lower the seizure threshold.

* COSTART term for nonaggressive objectionable behavior.
' In bipotar mania trials, 4 adverse events occurred with statistically significantly higher incidence with ZYPREXA than with placebo —nons of these resulted
T SOk

 in acute-phass, placebo-controled schizophrenia trials (n=366), dizziness (11% vs 4%) and tachycandia (4% vs 1%) were reporteds these events vere not
Myswedwmmwm
For safety i son on isperidons, quetiapine, ine, and clozapine, see the manufacturers' respective package inserts.

Sea accompanying ful Prescribing Information for ZYPREXA.
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Study methodology and limitations
ZYPREXA vs haloperidol, risperid zapine, and divalp

These results are from ized clinical trials spor by B Ly and Company comparing ZYPREXA vs haloperidol

(2 studies, each with an acute double-biind phase of B weeks folowed by a longar-tern double-biind cbservation allowing

total exposure up 1o 52 weeks); ZYPREXA vs risperidone (1 28-week double-biind study), ZYPREXA vs clozapine {1 18-week

double-bind study), mszPB(AvudwmbrmmWMnxm Mean time of exposure to haioperidol was
7 months; 1o i Ammmmmtmmnm

1sbwmdmmamaanswv disorder,

or Bipolar | Dsorder. ommmzwzsnmuzwmsnzomwmyummmm

for risparidone, 200 1o 800 mg/day for clozapine, and 500 to 2500 mg/day for divaiproex.

The gent dagnosis ison also includes 33 subjects fom 1 study G
ZYPREXA 1 mg/day.

Tn is of mmtmdmum udgment of the Forthis
analyss, al patients were ZYPREXA study includes only those patients envolied in the

longer-term trial (Up 10 52 weeks), ZYPREXA n=027, haooemmzm The patients randomized in the risperidone trial were
2ZYPREXA n=172, risperidone n=167, and the patients randomzed in the divaiproex trial were ZYPREXA n=125 and divelproex n=123.

Maean and categorical analysis of plasma glucose: As bicod samples were not necessarily fasting, results are considerad
random plasma glucose. Generally, 2 measurements were obtained prior to initiation of therapy and then with a frequency as
specified by protocol. When 2 pretreatrment measurements were avallable, their average was used as the baseline glucose value.
Al measurements up 10 and including the day following the last day of treatment were included in these analyses, 10 a madmum
of 52 weeks in the idol-ZYPREXA 26 weeis In the risperidone-ZYPREXA comparison, and 18 weeks n the

ZYPREXA comparison. Pationts with a known diagnosis of diabetes or taking antidisbetic medications at baselne were
exchuded from these analyses. The resuiting samples were: haloperidol n=792 vs ZYPREXA n=1737 (from 3 pocled haloperidol-
ZYPREXA trials), risperidone n= 164 vs ZYPREXA n=172, and clozapine n=85 vs ZYPREXA n=88.

Mean change in glucose: The sgniicance and magnituce of the differences in mean glucose values were assessed using a
restricted maximum Ekelhood-based repeated measures analysis. * The folowing effects were inciuded n the analysis: treatment,
time, basaine BMI, mean baseline glucose, age, and study (for the haloperidol comparisons). A 2-talled Pwalue of <0.05 was

L of g glucose An by Wt restricted/residual pseudo Balhood REPL)-besed

absence of signs or symptoms of disbetes, with 126, 140, 1mwmw¢mmmmm
suggestions.” Analysis with each of these thresholds was performed exciuding those patients who had baseline giucose values
above that threshold. An “event” was defined as occumence of one of the following: (a) 2 consecutive ghucose measurements at or
above threshokd, (b) last glucose measurement at or above threshold, or (¢} intiation of giycamic medication or giycemic acverse
event. Cox proportional hazards regression analyses were implemented 10 assess he relative hazard of axperencng a gucose
measurement (hat reaches or exceeds the preestabiished thresholds.

Limitations: ‘While fasting ghucose concentrations with confirmation of elevated values would be a preferabie approach 1 defining
potentially cinically signiicant glucose elevation,” thesa trials wers not designed primaniy 10 evaluate ghycemic effects. Thus,
fasting gucose levels were not determined. To dats, fasting gucose results are not avalable from large randomed prospectve
comparathe trials of ZYPREXA. Secondly, while treatment-emergent dagnosss of diabetes was a prospectively anticpated
comparison, the other information reportad (mean change in random plasma ghucoss, ikedhood of exceeding a particular glucose
threshold, and weght-gain hypergiycemia relationsihips) are post-hoc analyses of prospectively colliacted data. Thirdy, hese rais
ae of moderate duration fmaamum 1 year) and therefore may not inform about the 1ong-term risks (or ack thereof] of the dnugs
studied herein. Fourthly, in the studies analyzed, power 10 detect diferences n Bkalhood of Crossing 3@ 'ower Jucoss Tweshokd
feg. 126 mg/ol) is greater than at a higher tveshold feg. 200 mg/ol) because of relative iInfrequency of events af the lafer

ZYPREXA vs ziprasidone

This 6-week, double-biind trial sponscred by Pleer, Inc. compared ZYPREXA [n=133) 1o ziprasicone (n=136) for the teatment
of schizophvenia or schizoaffective disorcer. Dosage was titrated up 10 15 mg/tay for ZYPREXA and 80 myg BID for
Ziprasiions. Fasting plasma glucose was measured at baseine and endpoint. Median levels were reported Gick ot of,
American Psychiainc Association, Annual Meeting, 2001 )
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Diabetes is common in the general adult population, and is more common in patients
with psychiatric illness

« Approximately 7.8% of the general adult population had diabetes (one-third of which was undiagnosed) as
raported in an epidemiologic study of prevalence in the US.?

* An additional 6.9% of the general population had fasting blood glucose levels above normal in the same study®
* Prevalence of type 2 diabetes among patients with schizophrenia and bipolar disorder was as high as

2-4 times greater than in the general population in several other studies.*’
* An association between antipsychotics and hyperglycemia has been reported since the 1950s.*

* Patients treated with certain mood stabilizers may have disrupted glucose control as compared with
the general population.**'

4‘Anmofhctonnﬂoctrhk .
for diabetes L

INTRINSIC FACTORS INCLUDE™: OTHER FACTORS THAT
MAY AFFECT GLUCOSE
i Fnrnllyo'hmy \ CONTROL INCLUDE:
Mh’;“’g : \ $ ~«——— high-fat diet"”
(rcreased Caucasians) ™ BIEATT e @xCessive alcohol use”
Previous history of glucose e
intolerance <——— hyperprolactinemia*™
VARIABLE FACTORS INCLUDE™: f ﬁ'i
P \

dyslipidemia f \

lack of exercise <
hypertension




For aditional safety profle and other prescritsng conmderstions for JYPREXA. see nsce and A8 Prescrding informason.
For safety nArmation on halopendol, MIPEendone. COZEONE, VAU, 30 IOrecone. 16e The MarUact ey NEPectve DACKIge reert.
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;Olanzap:ne



Diabetes and patients with mental illness

What do you consider when
choosing medications?

Wha )8 a
EXA* anzapine
. u s
Diabetes is common. But your patients are at an even
greater risk.
. { t ave diabet
i A * People with serious mental illness are 2 to 4 times more
. ' k
likely to develop diabetes
. 3 € leve at are
. ¢ There have been reports linking antipsychotics and certain
' nood stabilizers with hyperglycemia since the 1950s.**
he Adverse Reactions section of the full Prescribing Infermation for ZYPREXA includes hyperglycamla [infrequent), glycesuria linfrequent),
disbetes mellitus linfrequent), diabetic acidosis lrarel, and ketosis lrare) as well as postiotroduction reports of diabetic coma
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Rates of diabetes were comparable for commonly prescribed psychotropics during
longer-term clinical trials®

dence of diagnosed treatment-emergent diabetes in longer head-to-head schizophrenia and bipolar mania trials*
X e perid A vs risperidone | o ZYPREXA vs divalproex
é-month study } T1-month study
|
Mean time of exposure ¥ Mean time of exposure e Mean time of expasure
16 TYPREXA was § months ¢ te ZYPREXA was § months; g to ZYPREXA was 4 months;
te haleperidel 7 menths £ — to risperidene, & menths 4 1 to divalproex, 4 months
)
|
|

£
0.4% 0.5% [ 0.6% 0.6% i 0.8%
: 3] o 0%
. = N dnalproes Ine\123)
- a - REXA lne 2 B 2YPREXA Ine0/1281
walpaes Sew e inanulaciinrs Mspecive PACRage insarty
FEIA see mede and the full Prescribng Infarmatien
The Adverse Resctions section of the full Prescribing Information for ZYPREXA Includes hyperglycemia linfrequent), glycosuria linfrequent),

flabeles mellitus linfrequent], diabetic acidosis [rare), and ketosis (rare) as well as postintroduction reports of diabetic coma



Rates of diabetes were comparable for commonly prescribed psychotropics during
longer-term clinical trials*

of diagnosed treatment-emergent diabetes in longer head-to-head schizophrenia and bipolar mania trials*

Mean time of exposure

1o ZYPREXA was § months;

to haloperidel, 7 months

0.4% 0.5%
B

ZYPREXA vs risperidone
6-month study

Mean time of exposure

1o ZYPREXA was § months;
to risperidone, & months

0.6% 0.6%

100

0

ZYPREXA vs divalproex
11-month study
Mean time of exposure

to ZYPREXA was 4 months;
to divalproex, & months

0.8%
0%

The Adverse Reactions section of the full Prescribing Information for ZYPREXA includes hyperglycemia linfrequent), glycosuria linfrequent],

divalproex (n=1/123]

turers respeciive package insens
naide and the Iull Prescribing Information

W ZYPREXA [ne0/125)

diabetes mellltus linfrequent), diabetic acidosis [rare), and ketosis (rare) as well as postintroduction reports of diabetic coma,

&
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Study methodologies X .
Advance PCS Study 48/3208, olanzapine 32/1530, and risperidone 43/1598. Logistic regressions were
! I::y‘mu‘mwm bined on typical antipsychotics was 1.6% used to estimate odds ratios (OR] of a diagnosis of diabetes or use of any diabetic
! 1307/19.78% medication in the 1-year post- m.mmuommmum
controlling for age, gender, mental health ies, and regional differences.
CTRERC - - e s This analysis all during 1 year subsequent to
A:amn(s not vecemng m‘psy:hohc‘medmms ol pey ziption irrespective of of the episade.
-year study of an PRy
prescription claims dlubm Mmcz PCSO containing over 50 mitlion members. Sernyak Study
Patients who had been prescribed & diabetes medication at any point during the A &-month P lysis included 38,632 outp listed in the Veterans
12-month period prior 10 encoliment or who had been prescribed an antipsychotic Health § with sch who were treated with typical
during the é-month period prior 1o enroliment were excluded. Diabetes mellitus or atypical antipsychotics. Using the same P with a diag
was identified by oral hypoglycemic or insulin prescription claims in both the study of were also identified and used to the l of diabetes

and control groups. Patients in the antipsycholic study group were prescribed a
single typical or atypical antipsychotic during the 6 months of follow-up. Out of this
database, 58 million patients receiving a prescription medication that was not an
antipsychotic served as the reference group, Hazard ratio was determined by Cox
proportional hazand regression controlling for age, gender, and accounting lor time
10 event. Incidence of new antidiabetic prescription was haloperidol 133/8476,
Ihioridazine 62/3133, clozapine 7/277, olanzapine 194/13 843, queliapine 40/4196,
and nispendone 400/20,633, Average duration of treatment with antipsychotic
madications was: clozapine 137 days, olanzapine B9 days, quetiapine B9 days,
risperidone 90 days, halopenidol 68 days, and thioridazine 74 days

Janssen Quebec Medicare Study
* P-value lor olanzapine vs risperidone hazard ratio was not reported by

the investigators
A Janssen-sponsored analysis of patients identilied from the Quebec Medicare
Gatabase between January 1997 and December 1999. One cohort consisted of
patients who had at least | prescription for olanzapine but not clozapine during that
period in=19.153] and the other of patients receiving risperidone but not olanzapine
or clozapine Ine14,792) Patients with a diagnos:s of diabetes or a prescription for
msulin or an orat hypoglycemic agent before beginning antipsychotic therapy were
excluded. New dinbeles diagnoses alter the lust antipsycholic prescription were
tabulated. Incidence of new diabetes were olanzapine 319/19,153 and risperidone
217/14,792. Cox proportional hazard ratio adjusting for age and gender was
calculated and reporied relative 1o risperidone group, Duration of treatment
with antipsychotic medicines was not reported by the investigators

Lilly IMS Study

* Odds ratio lor olanzapine- and risperidone-treated palients was not significantly
aifterent vs patients receming typical antipsychotic medication

A retrotpectoon analysis of the IMS LileLink™ claims database identified patiemts

aged 18-65 initiated on antipsychotic medicine between October 1996 and December

1998 The study included only patients with no antipsychotic use for 6 months prior

and no dagnons of diabetes o receipt of any diabetic medication for 1 yeor prior

1o antipsychotic mtistion Observed diabetes incidences were typical antipsycholics

mellitus among patients receiving prescriptions for antipsychotic agents. Of the

total number of patients included i in tm study, 15, m rluiuc miul neuroleptics

lﬂd 22, “B ived atypical 1,207 10970

p quietapine: and 9,903 risperid

Janssen Health Plans Study*

+ The analysis depicted here is of a subgroup observed for 4 months prior to the
puscnpuon of the antipsychotic of interest. Odds ratio for diabetes signihicantly

for pine and typical antipsy
groups, bul not for cloznpim and risperidone groups.

*In an analysis of a wbgmup thal had been observed lor 8 months prior to the
prescription of the of mlunll i d odds for type 2 diabetes
per 12 months relative to tients were by raising
the monthly odds to the power of 12. Results were risperidone 0.88, olanzapine
3.10. high-potency conventionals 2.13, low-potency conventionals 3.46, and
clozapine 7.44.

A Janssen-sponsored analysis of claims data for psychosis patients (n=4,331 treated.

3061 untreated| within 2 unspecified health plans encompassing 2.5 million lives.

Patients reporting pre-existing diabetes diagnosis or claim for antidiabetic

medication up to 4 months prior to observation were excluded. Logistic regression

models compared the odds of diabetes based on exposure to oun of the

ar gories and other ng results as odds

ratio pu month relative 1o untreated psythnﬂc patients. Alu momd were odds

ratios of 1.05 high-potency typicals and 1.06 low-| Charactenstics
reported for the group observed for 4 months prior to the umluymnm treatment

episode of interest were: Number of observed treatment 64,

olanzapine 1,047, risperidone 1,368, mun potency typical mimcm 1,378, and

480, Average dt of

low-potency typical psy
5.6 months, risperidone 6.4

were; pine 8.8 months,
months, high-potency typical antipsychotics 6.7 months, and low-potency
antipsychotics 6.8 months. The investigators did not provide these details for the

subset observed for 8 months prior to the
t Cw"ﬂmuwmmmwmm



Incidence and odds ratios of developing diabetes during
treatment with antipsychotics.

Findings from 5 epidemiological studies show no consistent differences

regardless of the agent studied.

Janssen"

bec Medicare Database

Sernyak

Janssen"™
Databa Pl |

N ¢ 38,632 4,308
Control - 1.00¢
Clozapine 1.25 1.08
Quetiapine 1.31 -
Risperidone 1.5% 1.08 1.02
Olanzapine 1.4% 1.7% 2.1% mn 1.08
Typical antipsychotics 1.6-2.0% - 21% - 1.05-1.06
'OBSERVED INCIDENCE "CALCULATED ODDS RATIO/MONTH
- vaive pplie NeNumber of antipsychotic:treated subjects studied
gere - wnits 1o an antipsy medica § Observad incidence is the percentage of patients taking the medication of interest who have new
s . ) Me: » . w\\;l, r:(! :;al ll'l':ll It does not cantrol tor potentially impartant lectars such as patisnl sge
¢ 1i Odas ratia relers 1o probability of becoming disbetic relative (o control group. An odds ratio of | 03
means that lor avery 100 cases seen in the control group, no mare than 105 would be expecied to
tes in Lhe cOmparnsan group.

clurers’ respective package inserts.
Auide and the tull Prescnbing Infarmation

The Adverse Reactions section of the full Prescribing Information for ZYPREXA Includes hyperglycemia linfrequentl, glycosuria linfrequent],

diabetes mellitus [Infrequent), diabetic acidosis (rare), and ketosis (rare) as well as postintroduction reports of dlabetic coma,

&
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Important safety information

The most common treatment-emergent adverse event associated with
ZYPREXA® (olanzapine] in b-week schi trals vs placebo was
somnolence 126% vs 15%). Also observed [ZYPREXA vs placebol were:
postural hypotension [5% vs 2%] akathisia (5% vs 1%)
dizziness 111% vs 4% constipation (9% vs 3%
personality disorder® (8% vs 4% weight gain 16% vs 1%]

The most common treatment-emergent adverse event associated with ZYPREXA
in placebo-controtied bipolar mania trials was somnolence’ [35% vs 13% for
placebol Also cbserved [ZYPREXA vs placebo] were:

dry mouth' 122% vs 7% dizziness' [18% vs 6%)
dyspepsia [11% vs 5% asthenia’ [15% vs 6%
constipstion (11% vs 5%) increased appetite (6% vs 3%|
tremor (6% vs 3%]

Transient, of hepatic

in placebo-controlled schizophrenia studies, clinically significant ALT ISGPT]
elevations (23 times the upper Umit of the normal rangel were observed in 2%
[6/243] of patients exposed to ZYPREXA compared to none [0/115] of the placebo
patients. None of these patients experienced jaundice. Periodic assessment

of transaminases is recommended in patients with significant hepatic disease
No baseline ECG required

No difference in clinically significant QTc prolongation with ZYPREXA compared

Orthostatic hypotension
MpnmmmlmbdommBAWummmw
ycardia'; and in some

cases, sym:opo (15/2500, 0.6%).

Low potential for drug interactions

Coadministration of diazepam or ethanol with ZYPREXA may potentiate orthostatic
hypotension. Lower doses of ZYPREXA should be considered in patients receiving
concomitant menpy with fluvoxamine,

Tardive i with all antipsych ications, prescribing should be
consistent with the need to minimize the risk of TD. If its signs and symptoms
appear, discontinuation should be idered.

Selzures—occurred infrequently in premarketing clinical trials (22/2500, 0.9%).
Confounding factors may have contributed to many of these occurrences. ZYPREXA
should be used cautiously in patients with a history of seizures or with conditions
that lower the seizure threshold.

* COSTART term for nonaggressive object onable behavior.

tin lar mania triat Ammtuamdmhmmw nigher incidence with
EYPREXA inao sk plscaba—one of thete resdted el

n phase, cont schizophrenia trials Mul.mu 1 4 lachycardia
1o placebo in premarketing clinical trials. 'Il\“n.ml mmm events were nol always associated W“
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Important safety information

m-uu-mm--w-m
TYPREXS® lolanzapne] in b-wosk trials vs placedo was
somngience (26% vs 15%] mmmnwm
postural 5% v 2% akathis 15% vs 1%)
dzziness [11% vs 4%) constipation [¥% vs 3%
personality disorder® (8% vs 4% weight gain 14% vs 1%]

The most common trestment-emergent adverse event associated with ZYPREXA
n placedo-controtied bipolar mania Lrials was somnolence’ (35% vs 13% for
placebol Alsc observed [ZYPREXA vs placebol were:

dry mouth’ [22% vs 7% dizziness’ (18% vs &%)
dyspepsis |11% vs 5% asthensa’ (15% vs 6%
constipation (11% vs %) increased appetite (6% vs 3%]
tremor (6% vs I%)

Transient, asy g of hepatic

In placebo-controlied schaophrenia studies, clinically significant ALT (SGPT|
slevations (23 tmas the upper limat of the normal range] were cbserved in 2%
167243) of patients esposed 1o TYPREXA compared 1o none 10/115) of the placebo
i patients. None of these patients experienced jaundice. Periodic essessment

o Iransarmanates s recommended n palients with significant hepatic disease

Mo baseline ECG required
No difference in climcally sagndicant GTc prolongation with ZYPREXA compared
16 placedo in premarketing clical trials

References
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Low potential for drug interactions

Coadministration of diazepam or ethanol with ZYPREXA may potentiate orthostatic
hypotension. Lower doses of ZYPREXA should be considered in patients receving
concomitant therapy with fluvoxamine.

Tardive dyski s with all antipsy i g should be
cmusmn with IM need to minimize the nsk of TD. Iifits m and nymptm
appear, di should be consid

curred ty in yrwwulmg clinical trials (22/2500, 0.9%).
Confounding factors may have contributed to many of these occurrences. ZYPREXA
should be used cautiously in patients with a history of seizures or with conditions
that lower the seizure threshold.

* COSTART term for nonagqresswe objechanable behavior
'mmvn\l & dverse events occuried with siatistically significantly Ngher inc ence wih
a0 wiih placebe - none ol Inese resulied in discontinuation.

1 acute-phase. placebo :muuumwmummmlm-mum
4% v 1] were reperted. these evenis wers nol slways a850C with hypolension

1 mn-—nb.y-u:uv.w-um-. Aol atin o
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The diabetes risk your patients face may be even
greater if they:"*"’

Native American,

™ Are African American, M Are hypertensive.
Asian American/Pacific Islander, %4

Have polycystic ovary syndrome.
or Hispanic.

M Havea previous history of

M Are 45 year ;
Are 45 years of age or older. glucose intolerance.

¥ Have a body mass index 225 kg/m?’. ™ Have s family history of diabetes.
) Have dyslipidemia. M Have a history of gestational
diabetes or delivered a baby
¥ Do not get enough exercise. weighing >9 lbs.
For o a! salety profie and sihar umpartant prescriang considerations for ZYPREXA, see inside and the full Prescribing infermation.

The Adverse Reactions section of the full Prescribing Information for ZYPREXA includes hyperglycemla (Infrequent), glycosuria linfrequent),
diabetes mellitus linfrequent], diabetic acidosis [rarel, and ketosis (rare) as well as postintroduction reports of diabetic coma.
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Diabetes is common, and people with serious mental illness are at an even greater risk

Among patients treated with different antipsychotics, clinical trial and epidemiological
data show no consistent differences in rates of diabetes

Assess patients for risk factors of diabetes, irrespective of which psychotropic

is prescribed

Treatment selection should be based on the patient’s underlying psychiatric condition
and the overall risk/benefit profile of the medication

eralions lor ZYPREXA, ses inside and the full Presc

The Adverse Reactions section of the full Prescribing Information for ZYPREXA includes hyperglycemia linfrequent), glycosuria linfrequent],
diabetes mellitus linfrequent), diabetic acidosis [rare), and ketosis [rare) as well as postintroduction reports of diabetic coma.
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Welcome to the

Diabetes Data on Demand Resource Guide.
This guide will fnction as your “go-t0” resource
when you are faced with an objection surrounding
hyperglycermia or disbetes. Since the launch of
ZYPREXA four years ago for schizophrenia and

Strategy Overview

part. their perceptions of ZYPREXA and
diabetes have been based on an Intuitive
argumnent. but many have efther read aboot case
reports in the literature, heard about a patient on
ZYPREXA who bas developed diabates, or tn
some cases, bave had a patient on ZYPREXA

dnmmm'ﬁxuphw we have

mmumum»

our customers. You have helped thousands of

patients with schizophrenta or bipolar disorder

achieve either reintegration or balance. Now, with

mmummmc—p—
g the

m—ﬂnqum:nmm
Tigher level.
Our primary focus, as always. Is on the

outstanding efficacy of ZYPREXA Clearly. this
¥ the most facet of an yeh

Market reseasch has shown there e two groups
of physicians with whom we must be prapared to
deal. First, thers s a group represanting sbout
60% of peychiatrists who do not view diabetes as
a particular concern with antipsychotics.
Howerer, this does not mean they have not heard
the srgument put forth by our competition. In
fact, while these physicians may not be concerned
enough to let this issue affect thelr prescribing of
ZYPREXA, mwost of them have heard the

mnwu&l&-umluls
bers, and the
-muﬂmwmhnnrdm

weight gain; significant weight gain is « risk
factor for diabetes, and! therefore (chey want MDs
10 think) ZYPREXA causes more h 1

If you can get Into 3 deep enough
dialogue with them, wa've found that many of
them do wender If it might be true. The other
40% of our psychiatrists have specific concerns
about ZYPREXA and diabetes, and perhaps half
af this group has begin 10 shy awary from
ZYPREXA because of their concemns.

Diabetss, after all, is a pretty scary thought for
most psychiatrists. First. most ace not comfortable
with the science around the disease. Though
same of thelr medical schoal

and diabetes.

It is very important to heve a good understanding
of hyperglycermia aid diabetes. This will aliow
you to be able to properly handie any possible
ohjections you may get, and in the end, spend
more time shasing the outstanding efficacy story
with your customers. You will learn more about
hypergiycernia and diabetes in (he Sctentfic
Background beginning on page 11 af this guide

Market overview
Not every physicia has bought imo the wetght

gain/disbetes argument. bt there an¢ a growing
number of peychiatrists who have. For the maost

Furvoen WY e’ BN R 107

many

truining on the subject. most do not deal with
diabetes on 3 day-to-day basis, so they may not be
well versed in the basics, such as risk factors for
the discsse, disgnostic criteria, or treatments.
Second, they are fearful of “causing” a disease that
can lead 0 parmanent complications. Even
though they may be comforrable ancwing the
risks of using arvipsychotes that may lead w0
tardive dyskinesia—they v had sbout 50 yours
get used to thinking about that potential side
effect. As ope psychistrist satd, “We've had w be
neuroclogists. and 1 deat ward o have o become
an endocrinologist

Zyprexa MOL 1596 Confdental-Subject I Protective Order
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Strategy Overview

Situation overview
We all have been aware of the competitive activity

P with p ly changing the
Pl in the second quaster of 2000, we launched a
number of efforts to address physician concerns.
It s clear that many of you have nrde some

boen a steady DTP effort (CME, Strategy and
Consultant Canferences, etc) on the topic. Also,
last year, the neuropharm division of the FDA
requested all preclinical. clinical, and post-
marketing surveillance data from each of the

of newer And, In
late 2000, the FDA asked Lilly to remove the
paragraph in the ZYPREXA P1 relating to the
relative incldence of treatment
hyperglycemia pending its review of all
mandfacturees’ data.

We anticipate that the FDA will make additional
changes to (he Pls of many or even all

—_ snupsychotics in the next six months (o & year.
We believe the mast likely scenario is that there
will be some sort of “class labeling” around
hypergiycemia/diabetes

So, how do we address this issue?
There are a numi . Jearned” from our
experiences selling [Redacted ZYPREXA that
we need 1 remember as we addrass this issve.
We've dane some good things, and have also
made some niistakes as we've dealt with
Renactad e wie S 2P hexs
Redacled e s .
* We must be fully aware that “brush fires can
turn into forest fires.” In essence. although
‘we've handled the competitive attacks on
diahetes fairly well to date, we must not be
overly confident. We must work to make sure
that the B0% of paychiatrists who don’t have
spectfic concerms sbout ZYPREXA remain
confident in both the efficacy and safety of
our agent.

Zvorens MOL Pl Eatant Mo 01970

* We must not fight 2 battle around just ane
discusstng the benefits of ZYPREXA with
aur physicians.

+ We must continue to give appropriate tools to
the neuroscience sales force, and help provide
“air cover” in terms of physictan-to-physiclan
communications.

* We must be relentessly consistent in our

and across the
mix—in the sales force and in our other
marketing efforts.

+ We must recognize and understund the nature
of each customer’s concern and tallor our
ohjection handling based on our knowledge of
that customer’s concern.

b

Strategy overview
Our strategy for how (o deal with this issue s
based on & number of things:

* a finn understanding of our customers’
perceptions of ZYPREXA and of Lilly,

* an understanding of past, current, and likely
m"."m"ﬂ“’

* an ever-evalving understanding of the truth
about

* an undentanding of the patients cur
phiysicians are treating,

So what & the story behind hypergtycemia and
ZYPREXA? Our US and Product Team
physicians have been working diligendy to iearn
more about the potential for trestment-emergent
hypergiycemia andi/or diabetes in patients who am
treated with ZYPREXA and other agenes

Zyorexa MOL 1596: Confdential-Sutyect to Pratective Order
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sy and/or
Including ZYPREXA, at rates that are
comparable to each other,

Mﬂammmlﬁl‘
bilizers,

This is the key message that we will focus on, and
the one that is most relevant to elinictans. After
looking at data from pooled clinical trials, we
have found that the Incidence of treatment-

hetween ZYPREXA, haloperidol, and
risperidone. We also looked at rates of shnormally
elevated bluod ghicose acrass those three agents
using four different cutoff points, and again found
that the likelfhood of patients experiencing
elevations was not different between these agents
ar any threshold axamined. We will go into more
detail in the Scientific Background, page 19.

Of note, you will notice that the thrust of our
new data on demarid for diabetes/hyperglycemia
focuses on comparable rates with relevant
treatment alternatives in patients with
schizophrenia, rather than placebo. One
limitation of our placebo dats in pationts with
schizophmenia is that the time of exposure 1o
placebo in our trials Is relatively short—on the
order of a few weoks—making comparisans of
rates challenging. On the other hand, our
database comparing ZYPREXA to haloperidol,
risperidone, and clozapine is quite rabust, having
a lasge number of randomized, prospectively
awsigned patients followed over o relatively long
duration. And perhaps most importantly, these
agents (particularly risperidone and haloperidol)
e two very relevant alternatives in today's
treatment paradigm for patients with
schizophrenia and, perhaps to a lesser extent,
bipolar mania. You'll note that we do not include
data in this sheet on Depukote. This is simply
bocause the data that we have are limited to the
three-weok HGHQ study, wherv we did not ser
differences in glucose levels, but would not have
expected to, given the relatively short duration of
the trial In Abbotts 12-week comparative study
of ZYPREXA and Depakote, no significant
differences in glucose levels were found

in patients but s
Dr. Breier discussed in his video shown in the
Junuary mestings, these small itcreasas wese ot

patients an the other agents. The key point is
that we do not see differences in rates of
diabetes or hyperglycemia across these agemts
There are, of course, a number of other key
messages that are essential to communicate.

* Diabetes is quite comman in the genecal
population, and Is higher in patients with f
psychiatric iliness,
The tnctdence of disbetes is on the rise in the $‘
United States. In the generl population, the |
Incidence of diabeces is 7.8%. with about ane thirg
being undiagnosed. In other words, there e
people who have disbetes andd dont ever: kaow it
Oo top of this, an addntional §.9% have sbnormal
hypecglycemts, with blood glucese lavels falling
shart of the diagnosuc threshold for diabetes.
Tl incadence of drabetes amerg paviensy with
wAtzpirenty and bipolsr discrder 524 tiner
Diptier than toe general papatateen
We do not mean to minimize the preblern of
plucase alevacion at all In fact. to the contrary, &
 imponant our physicans understand that if they
were to look carefully o their patieny populstion,
they likaly would find slevations r ghucose
Cleariy. hyperglycerne and diatwim e part of 3
much bigger pacture than twredy the effects of
syshotropie medications. This leads u 10 the
oext part of our messge

Zyprexs MOL 158¢  Confdential Subject 1 Protective Qrder
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Strategy Overview NP
s ffactoes hatalfect  Market research testing
N eionglrii i We have had the opportunity to test the new sell
sheet with a number of your key -
There that nged. off. in our testing. had 1 very
such as Family bilstory, age; othniecity, ete. On the  consistent takeaway of key message
other hand, there ate.a number of factors that are b generally belicvabie.

vatiable. Variable factors tnciude diet and exercise,

patient has some or even all of these risk factors.
he/she may not develop diabetss. Conversely.
some patients with diabetes have none of these
risk factors. Clearly, diabetes is 3 complex disease
with a large number of cortribiuting factors.

So thn, how can ZYPREXA be associatad with
more weight gain, but still huwve comparable rates
of hyperglycemia? In fact, differences i patterns
of weight gatn on various agents that we've
analyzed did NOT trarslate into differences in
rates of disbetes or hyperglycenia. As Dr. Breler
outlined In his vitdeo, waight gain is just one part
of the picture. In fact, the majocity of patiesns
(79%) wha did have an episode of hyperglycenia
did NOT experience substantial weight gain (je,
Increase of 10% or mort from baseline). Aod even
among those padents with substantial weight
g2in, over 95% had no glyremic abnormalities

succeeded fn making them think.

1f we deliver the right message to the depth
required, we can get physictans thinking. And
with the “air cover” that is being provided in
CME programming and other peer-to-peer
progranss, it Is our intent o reframe this fssue
over time 50 that fedr of diabetes does not
become a reason to avoid starting a patient on
ZYPREXA (or on any other psychotropic).

Resources available

At upcoming coaching clinics, you will be
warking with a new sell sheet. This guide
includes photos of the frontand hack of G il
sheet, 2s well as 3 samypie script.

In addition. there are a number of other rsources

thut you have af your disposal. Of course there is
ammmm there are several

Further detail is peovided in the S
Background, page 19.
In essence, our strategy Is to set the record

stralgh rogarding the of hypecl

Is from DTP programs that can
&MMM&M@&

d with

Specifically’

* Rates of hyperglyoomia/diabetes are
comperable smong patients tuking
antipsychotic medications
+ Diabetes ts commeon in the general adult

and is more common in patients
with psychiatric (liness

* There are many factors that influence
hyperglycemia/diabetes
» Obexity Is one risk factor among many that
may contribute to hyperglyormia

Paromen WY B’ Eynd b AVEIN

phy who request it. We also have updated
speaker slides thar can be used i poer-to-peer
selling efforts.
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Strategy Overview

Critical abservations on this
new information

Hut.m:;:nmmwnﬂ

our p age. Clearly,
information n this sell sheet is more relevant
agents. Please note you must discontinue use of
nnpm-nm(ol..nssmmm

g clinlc.

Smd.youmummdnmnnm

youl-mupylldm(wmm
member) who (a) has & decp-seated and speeific
objection to using ZYPREXA due to fear of
Wlm”w (b) brllvupnarhu:

of your
Mmmnﬂdmuun*ﬂmwrnm
In your detail, utilizing the new materfals. For
other physiclans (which will probably be maost
physiciens), you should proceed with the usyal
“efficacy” message, nutking sure that you probe
carefully during the safety/tolerability section of
the detail to uncover an objection. Of course, if
you discover one, please handle 1t appropristely
with the new materials,

Additionally, ll k critical that you tailor the

to the based ona
ohise of the physieian’
perceptions. l-mcm”«muﬁl

your o the ble cates” page.
11 necessacy, though, the second page provides
additional infermation.

Thw.n-mmnummmmm
our ns with physicians: we must handle the
ins
forthcoming manner. But we must alio answer
the abjection to the depth required, based on a
good understanding of that plyysician’s thoughts
and perceptions of the tsue. So, of course, active
Itening is required. Also, the sell shoot 1
designed so that you can limit your discussion to
the “comparable rates” if that will handle the
objection. If more is required. you can we the
hack page as well. In fact, based on our testing

Deovens VDL Py’ Bt b 01970

the

with we've "

@ avoid a “data dump.” Therefore, we will

mmu-——-mmm

way and 3

coaching clinic.

Critical success factoes for appropriately deating

with the hyperglycemia/disbetes objection:

1. Focus your sales prosentation on the
outstanding efficacy of ZYPREXA

2. Have a good understanding of
" hyperglycemia/diabetes

3. Understand how and when to properly use
the hyperglycemia Data on Demand sheet

4. Frame hypergiycemia in the context of the
overall safety profile of antipsychotic
medications

In closing...

We hope you find this Resource Guide helpful ay

you prepare yourself to handle any hyperglycemia

and/or diabetes objections thas your customers

may ratse. We appreciate your dedication and
pertise and are ng on those -

we move forward.

We with you great success in the fiekd!
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Scientific Background

This section ts designed to give you a brief but
fxirly thotough understanding of what
w—nnmmmmmm

. Each condition affects the body m differant
ways, Certain risk factors may predispose one
person more than the next. of these factors
are manageable, some are not. Diabetes has
becama mare common in the genaral population,
#nd it may be even more common in patients
with serious and persistent mental ilness.

Onee you have an understanding of the disease
state, you will then be able to better understand
our dats on ZYPREXA and diabetes, and how
these data 0 other

Itis important t realize that there are daily
fluctuations t blood glucase levels. a3 well as 2

sugars (obtained by assessing
gucose levels 8-12 hours after the iast focd
intake), “ideal” plasma levels may range from
70-100 mg/dV and nondiabetic Individuals
usually have fasting glucose of below 125 mg/dl.*

The body has 2 vary complex system that makes
giucose avaflable to cells to produce energy, and
generally this system keeps biood giucose levels
within 3 normal range. When the body senses an
increase in gincose, it sands 3 signal o the beta
cells of the pancreas to make insulin. Insalin is 2

Obviously. we do not expect you to becorne
dabetes cxperts. You are sales representatives for
ZYPREXA. and yoor primary mission is to sefl
ZYPREXA. But unfortunately, for some
customers, that may mean you will have to
address their concerns about hyperglycemia and
disbetes. We hope that we have provided the
Information to aliow you to do that, and then
easfly tranwition back 1o our efficacy message.

General Overview
Basic biology

The human body needs fuel In order to function.
As we eat, our body breaks down some of the
food into sugary, one of these sugms & ghacose,
the body's main fuel. Aftsr glucose s crested, it
noeds to be transparted w the cells in order for
the body 1o function. GClocose is oxidized
(burned) tn the calls to supply hewr energy. (Most
colls can alo use alternate energy sources, such as
lipids or proveins, but genemlly we ghacone tirst)
The blood is responaible tor carrytng glueose 1o
individual cells. As glucose enters the
bloadsrean. & penon’s ghucose levels begin to
rise, but gradually return 1o the normal range

that lowers the blood glucose by acring
a3 a key to uniock the bedy's celis, thus allowing
Bucose to pass from the bicodstraam into the
ceils. Once the pancress releases insalin into the
biood. the blood glucose level begirs to fall hack
to normal since the msulin aflows giucose to pass
from blood inco the cell. The body's calls then
utllize the glucose for fuel, creating cergy for
the hody.

When this system fails...

If the body duemt make enough fmaulin or 1f the
trawlin doesn function properly. the sugar cannot
KA access o (he cells. Inatend, the glucase stays
in the blood. cauving the Mood sugar kevel to be

high. potentially sgnaling diabetes.

Just becacse 2 persans blood wgar lewels may te
tlevated doesnt necemarily mean that person has
dizbetzs. A persan has “high blood muges” or
hyperglycemia when his or her blood sagar level
has risen and wayed well shove e idesi range
Consistert slevation over 3 kung pertod of tene
nEakes e more hkeiy o develop diebotes.

Convensely. if blood wagar levels fall below 80-T0
mg/dll” tivy may be a0 indication of low blond
g (hypogtycenta] When this heppens. peupis
may eapenience unplresant yympooma, such s
A pepeess

Mhese symproms can develop quite suddmly

Zyprwsa NOL 1508 Conficente) Subject 1o Profctve Onder
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Scientific Background

NP

Although hypoglycmis ts usually easy 15 treat.
serious reactions may result If i fs not deait with
Mmmam

‘below. A of
?t”“ﬁmnl-‘
set of blood glucose criterta, measured by « eouple
d—:nm‘mb‘-ﬂ'
types the

mmmdum‘“ d
um-;unmmmmnum

between hyperglycemia and diabetes, as well as
discuss how each condition can affect the body.

Disease State Overview
Hyperglycemia vs diabetes

Hyperglycernia and diabetes are conditions that
center around wbnormalitfes in the body’s ability
€0 wse glucose. As mentianed, our bodies have a
very elaborate mechanism to keep the amount of
Rlucosa in the blood within a range thet is
sufficlent to keep body cells energized.

Hyperglyvernia that persists for a short period of
time usually does not have adverse effects on the
body. Sumetimes, hyperglycemia can cause

p such as thirst and
1 hyporg)ycemia persists for n Jong period of time
(as occurs in untreated disbetes mellitus), it can
damage cortain organs of the body such & the
Iudnyl lyu lndmrmAlwm
such as
m.quduyunn;ahwnmedu-hm
they are {ll with the flu, usually the elevated
glucose Is ransient and goes away without
medical intervention.

of blood glucose level, and the rmle of insulin,

M-—-umm

ol ch

a—u&uﬂ-—mu—
certain thresholds; and

* it is also characterized by frequent lipid

Types of diabetes

There are two major types of diabetes. Though
both include hiood sugar elevation, both types
have very different causes and presentations, as
described below.

Jnsitltn- Depersdent Diatetes Mellieas (Tipe |
Disteres] ocours when beta cells of the pancreas
do not produce sufficlent insulln, typically due to
beta cell destruction. Circulating insulin levels are
low or undetectable. As such, patiénts with Type
| Diabetes require Insulin administration for life.
While Type | Diabetes can occur at any age. it
usually presens in children or teans with
symptoms such as extresma thirst, frequent
mmmmd-i.uh- In most instances,

An indlvidual can have episodes of
hyperglycemia and not have diabetes or any

levels that am conststently higher than normal

(hyper-glycemia). But diabetes &5 more than just

mmhw,ummum
such as L

¢ and trigh and or

dtabetes occurs with &

background of genetic P y to the disease
but §s precipitated by sitored Immune responses
and/or environmental stressars. About 10% of all
patients with diabetes have Insulin-dependent
diabetes. As the name of the disorder suggests,
most Type | Diabetes patients require daily
insulin injections in order 10 Jve.

Type | Diabetes is characterized by veryiow
o virtually absentinsalin

Zypeexa MOL 1596 Conddentei-Sutyect o Probective Order
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individuals are not diabetic while hlood glucose
levels remain normal, The cells are sald to be
“resistant” to the offects of insultn. When this

their abflity to maintain high levels of
insulin, As the pancreas beta cells fail, insulin
levels begiy to fall below the supernormal values,
and glucase Jevels begin to rise above normal.
As the glutose levels rise above normal and the
pancreas {3 no longer able to compensate by

thresholds.
This bgh glucose may occur even when measured

happens, the body by a insulin is in the normal range. because the cells
greater-than-normal amount of insulin. As a are inefficient in their insulin use,
result of this comp the avaids
having elevated blood glucose levels aven though Type 2 Diabefesis
his or her body's cells have becom “insulin Soclyhchlie g e o i
resistant.” However, the pancreas can only
this insulin fora
Type 1 Di vs Type 2 Diab
Type 1 Diabetes Type 2 Diabetes
Onset Sudden onset usually before age Gradual onset usually after age
30 but may occur at any age 40 but increasing incidence in
adalescents
Symptoms at Excessive thirst, hunger, and Often mild or no symptoms
onset wrination: weight loss; fatigue; early: blurred vision, frequent
nausea/vomiting: sweet breath; wrination; cuts/brusses siow o
frequent/recurring infections heal: tingling/numbness n
hands/feet
Possible Immune mediated, viral, or Not known, but family history
causes environmental causes and other risk factors are known
Level of insulin  Absolute insulin deficiency Inefficient insufin use and
deficiency nsufficient compensatory nise in
insulin level

Zyprexa MDL 1506° Confidentiah Subyect 1o Protective Order
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Blood glucose levels . a1 8 aing pioe f

The disgnosis for hyperglyemta or S

centers on measurements of blood glucose. The entions Hrweves. epending on th pacecs

mecasurements depend om the method of situation. ft may be the best alternative {patient =

measurement, which can depend on the testing urable (0 fas for 8 hours, ewd). This & the

situntion. It 15 extremely impartant that plasra measurmment that we have in our clinical

glucose levals be interpreted within the contexa of ~ O3base. .

the testing situation. The fasting plasma glucose * 2-hour oral glucose talerance test (OGTT) -

+ Fasting plasma ghicose (FPG) - tollacted from s
patient who has no calori¢ tntake for at Jeast 8
hours. This is the preferred method of evsluating
blood glucoss Jevels because it eliminates high
measurements that indy result from a patient’s
mmmm:m

m%mm”hmw
tast ts repeated before an acrua) disgnosts of
4r diabetes s made.

* Random plasma glucose ~ collected sny thme of
the day independent of when or what the
individual kst ate. Unfortunately, this
ineasurement may not sceurately reflect normal
plasma glucose—if the patient recendy ste s meal
that he o she doesn't narmally ext, such s 3
McDonald’s Big Mac. this partiouler messorement
may 0ot be as reflactive of the noomal plasea

collected twn hours sfter the patient consummes an
oral drink “iosded” with ghicose. The OCTT is
md uses Py

relatively siow; i s used 10 estimate severity of
glutose elevation aver several weeks. This
measurement therehy gives 3 more longitudinal
view than a single measurement of glocose itself.
However, it is not currently cecommmended for the
chagnosia of disbetes, and is more belpful in
evaluating glucose control in patients with kacwn
diabetes.

Defining diabetes by blood
glucose levels

The chart below lists the blood glucose levels thas
may suggest the presence of hypergiycamia or
disbetes *

D paired Git Gn Normal
Random glucose 2 200 mg/dl  160-200 mg/di <160 mg/di
Fasting glucose 2 126 mg/dl 110-126 mg/dt <110 mg/ct

1.

-
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can lead to a number of long-term.

It p w© that these o
-dla- 15 blood Itis
127 mgfd) 1s signtficantly ;

are aver 125 mg/dl, then that person would be
diagnosed with diabetes. This Is an important
point, as the diagnosis of diabetes requires
several fasting measurements above 126 mg/d1,
as will be explained in greater detail later.

- fasting glucase that Is higher
than the normal values of 110 mg/d1), but da not
muet the criteria for a diagnasis of diaboetes.
Patients whose glucose values fall betwean

tions. While precise mechanisms remain
M“""'F'. a
role. Cantrofiing hypergiycemia, in m
keeping the biood gincose a3 close to normal as
possible, can prevent or delay many diabetes

The matn types of
brought about by dizbetes are listed below.”

* Re the s
which can lead 1o blindness; f detacred and meated
early, metitiopathy can be prevented or delayed.
Research indicates that the risk for retinopathy
can be reduced through geod ghucose control.

* Nepheopathy & 3 kidney dissase that, left
unchncked, can lead to kicney fatlure requiring
renal dialysis or kidney rransglant.

Giucose (JFG). This is sn important classification
for several reasons. First, it s Impertant to note
that IGT and [FG are not clinical entities but
rather risk factors for future diabetes and
cardiovascular disease * Patients with ICT do not
necessarily progress to diabetes, and some patients
with 1GT revert to normal with appropriate diet
and exercise. Whereas an estimated 16 million
Amwericans have diabetes, an estimated 21 million
Americans have [CT. And at Jeast 35-40 % of
these will go on to develop diabetes.* This means
that 7% of the populition, or 1 out of 12
individuals. s at high risk for developing disbetes. *

Complications of diabetes
and hyperglycemia
Remember, just becaose & person has
hyperglycemia does not mean that he or she
necessarily has diabetes. However, patients with
diabetes do have hyperglycernta, but they also
mnom- metabalic problems, such as slevated
1 and trigh From a diagy
perspective, though, &'s really the severity of
hyperglycentta that matters. not levels of fat or
protein. Disbetes also begins co negatively affect
many pacts of the body.

Pe damage o sensory nerves
in the extremities, may cause patients to be
uraware that they ve been ot or have an
infection; hence, this kind of neuropathy incresses
the risk of mare seriots infections. Peripheral
neurcpathy often leads w smputstions because
infections of the fest or legs can become advanced
before tha patient realizes theres a problem (anc!
because damage 10 blood vesals impatiy bealtng)
Diabetes is the Jeading cause of nonraamatic
amputations tn the US.

* Other microvascular complications may
Inclucke disease of the arieries/vetizs in the heari.
eutresnities. and bratn. A thickening of blood
versel walls ant arteriosciercaas, & bpid buildup
that clogs arteries, can lead 10 heart Jttach aned
stroke. OFf patients with: diabeces, S0% will dte
from e cardiac event.

While the above complications accrue dus o
long: effects of 8 ol are
usually progresstie. there are three other types
of scute Jisbetic compiications dwe to lubalance
of glucose and tnaclin. These potentially severe
“metbolic” complications are ussally boch
treatable and preventabie
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level (approximately 180 me/di). the kidhheys
cannot flly prevent glucose from “spilling” into

symptoms worsen &s the blood sugar increases.
Patients who ate unable to drink enough 1 keep
up with the uriniry losses (eg, those who ate
bediidden) are pardcularly likely to progress o
dehydration and hyperasmolar coma.
Hyperasmolar comn is trestable with insulin,
fuids, and other supportive measures.

* Diabetic ketoacidosis (DKA) is 3 potentially Ufe-
threatening situstion. It usally reflects 3 very
severe insulin deficlt, 20 is more common in Type
1 Diabetes. DKA usually presents with
pastrotntestinal symptoms such as patn or nausea,

- but can progress to drawsiness and cona. In
ketoacidosis, s In diabetic coma, blood sugar is
elevared. However, urdtke diabetic coma, DKA ts
characterized by greatly excessive blood levels of
kntones. Ketones, dertved from the body's fatty
acids, are acidic and lower the bood's pH. This
upsets elecarolyte halance and leads (o virious
potentially serious complications. DKA can be
treated with appropriate insulin, flutd, and other
SuPpOrUive measunes.

+ Hypoglycesic (insulin) shock comes fron
sbnormally low plasma ghucose. resulting from
excenyive insulin dosing, or (to @ lexser degree)
from oeal Bypoglycemics. Nervous system
functioning teuares adequate availability of
ghacose. Pacients with iow blood sugac sy

beadache. ¥ and confu In
severe caves, this may Jead to coc. It i trestable
with ghocome (for exmmple. from omnge julce)
It is becoining increasingly cleas that the eurliey
disbetes 15 diagnosed and appropriately treated
the better chance the patient will have tos delay or
prevent its compBications. Extimates roflect that

that efforts !
made as quickly as possible.

Risk factors

There are several risk factors that either directly
cause digbetes or are statistically associated with.
it. The correlation of a tisk factor(s) with
development of diabeta is never 100%: usually
multiple factors are involved. The greater the
number of risk factors present in an individual,
the greater the chance the Individual will develop
diabetes. However, it Is lmportant to note that

just because a pecson has some or all of these risk

factors, it does NOT mean he/she will develop
diabetes. And converely. some patients with
diabetes do not have ANY of these risk factors.
The major risk factors for Type 2 Diabetes
include intrinsic factors (factors thae 2 person
cannot change) and variable factors (factors that
can be managed) !

Intrinsic factors inchade:

» Family history: If 3 person has 3 parert or sibling
who has diabetes, that person’s risk of developing
Type 2 Diabetes is increased
oy 40%.

* Race or ethnic background: The risk of
deweloping Type 2 Diabetes i 2 to 3 tmes greater
for non- Caucestan Amesicans.

* L Ghucwse Te (ICT) dings
Those patients with & prior dlagnasis of TCT bave
3 greacer sk of deweloping disbetes

* Age 45 ar greater: The rish of dewsioping disbetes
S reases progteatively s one age

+ Disbetes during pregnancy (gestatianal
diabetes) Women whe Decorre datets durng
peegriancy we 4% more Bhaly s © develop
pessisting Type 2 Duberes
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Scientific Background

Variable factors include:

* D ‘Those with ab 1 blood
chalesterol or trigylceride levels (HDL), or
“good” chalesterol levels under 35 mg/dl,
and/or s triglyceride level of over 250 mg/dl,
have a greater risk of developing Type 2
Diabetes.

* Hypertension: Thosc with high blood pressure
have a 20% greater risk of developing Type 2
Diabetes..

These risk factoss ere not necessarily causal links,

example, weight gain by itself may not contribute
1o diabetes, but a person who gains weight fn the
presence of other risk factors may be more Ifkely
1o get dizbetes. In this sense, risk factors heip
describé the environmental factors that-most
often work together to produce diabetes. It is
prudent that a patient whose history is positive
for one or more of these factors be evaluated for

+ Obesity (>20% over ideal body weight); Almost (¢ devel af dizheces symproms and/or
90% of all people with newly diagnosed Type tested for this condition.
2 Diabetes are overweight* In one 20-year
study looking at the effects of weight gain
aver the first 10 years of the inddence of HYPERGLYCEMIA-'
diabetes, the excess incidence of diabetes in
those who gained the most weight (over 20 mABETES’ AND
k) was loss than 1% per year more than those MENTALLY ILL PATIENTS

who did not have significant weight change.  Now that we have outlined hyperglycemia and
|Ford et s, Am J Epidemiology, 146:214-22, diabetes, we need to know how this affects s, our
1997.] Obesity insulin and and their patients. Interestingly
contributes to many health problems.

Sometimes, losing just 10 pounds can help
the body ro use insulin better and help bring
diabetes under control

* Sedentary lifestyle: Those who exercise or
perform some form of increased physical
activity 3-4 times per week may decrease their
visk of developing Type 2 Diabetes by 40%.

‘There are s number of other factors that may
affect glucoso control. For example, excessive
alcohol use over a period of many years has been
associated with Increased risk of Type 2 Diabetes.
Also, diers high in fat have been implicated, since
those who eat foods high in cholesterol may
develop dyslipidernia and Inercase the risk of
developing Type 2 Diabetes. Also, though not as
robustly associated with hyperglycemia as the
other factors listed above, there is some evidence
10 suggest that hyperprolactinemia may be
associated with elevated glucose levels.

enough, diabetes is common in patients with
serious and persistent mental illness. Below we
present data on this subject.

General population data
The number of patients with Type 2 Diabetes in
the general population continues to increase at an
alarming rate in the US and other developed
countries. During the 1990s, the prevalence of
Type 2 Diabetes increased by 33% overall, and by
70% among people in their 30s. Curreatly an
estimated 16 million Americans (6 %) have
diabetes. As many as one third of the people with
the disease, or about 5 million individuals, are

d d.* Further, an addi ] 6.9% of the
gencral population have fasting glucose levels thar
are above normal. but not high enough to be
classified as diabetes
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Scientific Background RO¥ pom eyt
Serious and Persistent Mental lliness  Antipsychotic-induced
(SPMI) patient data hyperglycemia/diabetes data
The rates of Type 2 Diabates have been reported  Several p have been jared with
to be more common in patients with major mood  high insulin leveh and lmuiln resistanice {eg.
disorders and schizophreriia than the general *%). The Ne
population, although reasons for this Diabetes Data Gmup listed chlorpromazine,
phenomenon remain unclear. haloperidol. and lithium under drugs that impair
glucose tolerance.”
Some studies even shaw that the rates of Your customers may already have heard the buzz
betes in patieats with bipolar disorder or ing recent reports suggesting a link
u:lllznpllrenl.lte 2-4 times greater than the hanwent diabitesatid clozapine trcatment.
general population.”*!! These reports bave stirred up a swarm of
speculation suggesting that atypical antipsychotics
C ly, the onset of p as a class provoke increased glucose levels or

onset nfdlatm(q but usually the risk of dhbztr_q
Is determined by factors other than: thase
Influencing age at onset and fliness chronicity.
Studies in the US found comparable rates of
dhhuu among panems with r.hlmphmnh who
were h arjee and
mllengnu (1996) had found (het approximately
one third of young patients with schizophrenia
had a positive family history of Type 2 Diabetes.”

The relation between bipolar disorder and
dlabetes is less clear, but these patients seem to be
affected in a similar way. As is the case for
patients with schizophrenia, the cause of this
relationship is unknown. However, Cassidy and
colleagues suggest that possible reasors include: a
genetic relationship between the disorders, an
overlapping disturbance affecting stmilar regions
of the brain, or the &ffect of psychotropic
medications.”

Though incroased risk is clear In this population,
it is not yet cledr whether this reflects a biological
predisposition in schizophrenia or bipolar
disordor or an individual or class cffect of
antipsychotic drugs. Quite possibly, it is due to a

combination of factors,

Uleimately, these anulyses support the

ly high and rate of
hypcrglya:mln. IGT and diabetes in putients with
schizophrenia, including those treated with
placebo in clinical trials,

incidence of diabetes at a greater rate than

conventional antipsychotics.

Today's clinicians may be unaware that

speculation about a link to diabetes similarly
e drugs,

especially phenothiazines, mnny years ago.

Cases of hyperglycemia have been found and
noted in clinfcal trials with atypicals: in fact.
hyperglycemia and diabetes are included as
adverse events in the package inserts of most
typical and mood and all

y approved atypical -
Also, since obestty is a risk factor for diabetes;
clinicians may be anticipating more
hyperglycemia risk among patients with
substantial weight guin during treatment.”™*
There have been a number of case reports
describing new-onset diabetes during treatment
with ZYPREXA. Of note, many of the reports of
abnormal glucose levels involved patients with
other risk factors for developing hyperglycemia
including race, chesity before treatment, or
personal/family history of diabetes.” In particular,
of 15 case reports regarding treatment with
ZYPREXA, 12 involved patlents with a history
of obesity.

One factor that may contribute to the higher
number of case reports for patients on

ZYPREXA as compared with risperidone or
other agents could be that physicians may be

- e
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Scientific Background

more prone to monitor and/or report
2bnotmalites on ZYPREXA due to
preconceptions about effects on glucose,

Beyond case reports in the literature, there have
bee a number of studies implicating ZYPREXA
as having higher rates of hyperglycemia or
diabetes. Perhaps the best known is the
unpublished (so far) work of Dr. Newcomer, who
performed a retrospective study Jooking at.
hyperglycemia after an oral glucuse. load in
patients on ZYPREXA, risperid i

patients treated with ZYPREXA had abnormal
glucose metabolism, 40% of patients treated with
risperidone had abnormal results, and 67% of
paticnts treated with clozapine had abnormal
resolts.

Clearly, mote mbus( mrhodolngy must be

d to d the relative of
hyperglycemia in patients treated with these
various agents. For now, the best avaflable data
regarding ZYPREXA comes from Lilly's
clinical trial database.

and clozapine. 3§

While provoking interesting medjical research
questions, the data has no practical application
nor does it make concrete conclusions.

Ui ly. used and. by
Janssen in a number of CME p programs and
physician programs, Newcomer’s data is

o g undue and

The Newcomer study was restricted by & number
of fuctors. First, the data are quite limited,
including <10 patients per group. Second, the
study was deslgned to focus on rognition and was
NOT intended to examine hyperglycentia. As
such, it did not contral for variables such as
patient dict or family history of diabetes. Most
importantly, assignment Lo the different drugs
was not randomized. Forther. these data are not
interpretable because of the methodology used to
Jook at glucose levels: instead of a standard, 2-hour
glucose test, Dr. Newcomer looked at values at
15, 45. and 75 minutes. Lastly. the glocase levels
he used did not meet the criteris for diabetes,

To point out how potentially spurious Dr.
Newcomer’s findings are, it is Instructive to look
at avery similar study undertaken by Dy, Prior
and colleagues, frum Alberta, Canada. Dr. Prior
conducted a stody to investigate whether patients
taking clozapine, risperidone, and ZYPREXA
have unusual responses to oral glucose challenges.
Unfortunately, this study also bad a small sample
size, which did not llow proper stadstical
evaluation (n=28). Like the Newcomer study,
patients were not randomly assigned to treatment.
However, the results indicated that none of the

Data from our clinical trial database
‘The main point of the new sell sheet is this:

Patients treated with ZYPREXA had rates of
diabetes and hyperglycemia comparable to
those in patients treated with risperidone
and haloperidol in clinical trials.

To demonstrate this, we included 2 guphs in thn
sell sheet that fll the di
treatment-emergent dizbetes in lmlget head-to-
head schizophrenia trials. These are actual cases.
The first graph depicts 3 paoled 1-year studfes of
ZYPREXA vs haloperidol, which includes the
largest head-to-head study conducted berween
these two agents. The incidence of treatment-
emergent diabetes for patients treated with
ZYPREXA was less than 1% 0.5% to be exact.
This amounts to 3 patients out of 927 (mean
ZYPREXA exposure = 8 months). The incidence
for halopearidol was 0.4% (1 patient out of 261,
with 2 mean haloperidol exposure = 7 months).
‘Thesa data demenstrate that the two agents had
comparable rates of diabetes.

The second graph dépicts a 6-month study of
ZYPREXA vs risperidone in patients with
schizophrenia (ie, the Tran study), which again

is the largest head-to-head study between these
2 agents. The Incidence of treatment-emergent
diabetes was 0.6% for both. This corvespanids to

1 patient treated with ZYPREXA oqut of 172 vs |
risperidone patient out of 167 (mean exposure to

—§—
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Scientific Background

ZYPREXA. = 5 months and to risperidone =
4 months). Again, the importatit point here is
that both agents had the samie rate of diabetes.

‘These data were pasitively received by most of
the physicians we spoke with during market
mnn:h However, some brought up the fact that
wesght gain with increased risk for

Another way to help address p #
was to analyze what happened.to the patients’
tandom blood glucose levels on ZYPREXA and
other agents, During the clinical trials, we saw 2
mim;d ly small eleva,:;}) in glucose. on the order
of 3.2 mg/dl to 4.6 mg/d) for patients treated with
ZWR‘E%L (These elevations were examined
usifg a “Jeast squares mean” estimate, which
corrrects for baseline variable and dropouts.)
To put this in perspective, the average random
glucose: level at baseline for patients freated with
ZYPREXA In these trials was 95 mg/dl to
100 mg/dl. During marker research. we found
rbu most phyddamwzm comfortable with. this
d that these el

hyperglymnla Clearly, we must understand and
be able to explain why ZYPREXA contributes ta
more weight gain than, for example, risperidone
and haloperidal and yet rates of hyperglycemia
are comparable.

What we are trying to commmicate is this: in the
context of these studjes, substantlal weight gain
{>10% from baseline weight), was associated in
most comparisons with seme increase in risk of a
glycemnic event. However, the magnitude of this
excess risk was consistently less than 1%. not
enough to lud 1 clinically slgnlﬁcant between-
in categorical risk. This

likely reflects (a) weight gain did not occur

In glucose: Iavnlsme ig

Now, we know that the average random blood
glucose elevation with ZYPREXA was relatively
small, but how did this compare to other agents?
We found that there was & non-significant
difference compared with risperidane
(ZYPREXA was 1.5 mg/dl above haloperidol).
The increase with ZYPREXA was 4.3 mg/dl
above that on haloperidol and 10.1 mg/d} below
that found with cl Again. most |

we spoke with during market research felt
comfortable with the fact that indeed these
agents are comparable. Some were even
pleasantly surprised,

To deterniine the likelihood of a patient
experiencing random blood glucose elevations, we
looked at elevations above 4 differént thresholds
based on random blood glucose measurements—
elevations above 126, 140, 160, and 200 mg/dl.
The data show that there were comparable
estimated rates of hyperglycemia across all
treatments studied, with a total of 2850 pauanu
included in the analysis, What this d

y within the ZYPREXA group; (b) even
amang those with substantial weight gain, the
great majority did noc have a glycemic event In
the course of these observations; and (c) as there
are many known (and probably unknown) factors
beside weight impacting glucose regulation.
glycemic events also orcurred in the group
without substantial weight increase.

So, the majority of patients (79%) who did have
an episode of hyperglycemia (random glucase
clevations above 150 mg/dl). did NOT experferice
substantial welght gain. Furthermore, of those
patients who did experience substantial weight
gain, over 95% had no glycemic abnormalities at
all. So, while obesity is:a risk factor for diabetes,
differences in weight across the varisus treatment
groups did not result in different rates of diabetes
or hyperglycemia across these agents.

‘The dataset and analysis that we are presenting
are far bigger than any other clinical trial on the
topic. However, like all analyses, there are some.
limitations, Keep if mind that the clinical tial

to physiclans was that, regardless of the level of
increase in blood glucose, all agents showed
similar effects.

database was designed to study the efficacy of
ZYPREXA for psychiatric disorders and NOT
to look specifically at glycemic effects. Therefore,
these studles did not require fasting blood
samples (which probably would have been hard
to obtain in long-term schizophrenia trials, even
if we had so intended).

e
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Scientific Background

As discussed earlier, random plasma glucose is.not
the usual tool for diagnosing diabetes, and some.
¢levations may be "false positives.” The Lilly
investigators dealt with this by defining cases by

In the 3-week HGHQ study comparing
ZYPREXA, with Depakote, we did not see
significant differences in glucase levels. OF eourse,
one would not expect to see differences glven the

any of 3 criterla of 2 levels
ahove the threshold; elevation of the last level
above the threshiold; or- prescribing of an
antidiabetic:medication. They also sought to
characterize effects at a varety of thresholds. Of
course, the higher the threshold the fewer the
number of cases, and the lower the power to
detect differences. For example, in the
ZYPREXA -risperidone trial at the 200 threshold,
there were just 2 cases on ZYPREXA and one on
risperidone, There may or may not prove fo be
significant differences in risk of crossing glucose
I extrernely large databases. However, it is
reassuring that there were not significant
differences in this very large dataset, suggesting
that It is unlikely an individual physician would
observe & y
difference in practice.

Finally, despite the fact that we cannot
completely answer what happens to patients’
glycemic levels over the long term (the maximum
duration of these trials was 1 yeur), this analysis is
hased on a randomized data set that is bigger and
longer than any other results available to date.

But what about Depakote
and lithium?

We do not have longer term head-to-head data
comparing hyperglycemia rates of ZYPREXA vs
Depakote or lithium. However, there have been
case reports of patients treated with Depakote
who have experienced changes in glucose control,
mainly as a factor of welght gain." Likewise,
lithfum also has been assoclated with changes in
glucose regulation, again, mainly as a factor of
weight gain®® Lithium's effects on glicose
metabolism have been reported as carly as the late
1960s, with some studies finding increases in
fasting glucose shortly after administration of
lithium,*

oxs MOL Plainiifiy’ Extitt No 01970

ly short duration of the trial. Nevertheless,
in Abbott’s 12-week comparative study of
ZYPREXA and Depakote, no significant
differerice in glucose levels was reported.

We have. given you a tremendous amount of
information on diabetes and hyperglyremia, and
the Incidence of these two conditions with
ZYPREXA and our major competitors. We hope
that you will be able.to take this information and
use Jt in the manner that we vill cutline in the
next sections of this Resource Guide.

n
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Message Script

MESSAGE SCRIPT

First, clarify the objection:

Dottor, help me understand your concern. Also,
please help me uriderstand che basis for your
concern. If we can effectively address this
concern, can I share some new information with
you on the largest head-to-head study ever done
between two mood stabilizers.. .or some new
information about how ZYPREXA offers
patients a better chance to achieve
REINTEGRATION and stay there?

High Ground Opener
T understand that this is an issue of potential
concem, and there fs certainly a lot of nofse from
pharmaceutical firms on this issue. This question
deserves some dialogue and to have large/
controlled data brought to bear. Lilly wants to

inue to be forth 10 addressing this
topic. This new infermation 1 have today is
Important in that it comes from the large,
randomized, double-blind, controlled data within
Lilly’s clinical database.

‘There are two main points that T want you to
walk away with. The first is that in this head-to-
head data, ineid of -
emergent diabetes was comparable between
ZYPREXA and risperidone and also between
ZYPREXA and haloperidol. The second point |
want you to walk away with is that incidence of
increased random blood glucose is also
comparable across these 3 treatment groups.
Let's take a closer loak at this inforration.

Core Message

The first graph is from 3 year-long studies of
ZYPREXA vs haloperidol with over 2,000
patients, which includes, in fact, the largest head-
to-head study ever done between these twa
agens, The incidence of treatment-emergent
diabetes, thar is, diabetes diagnased during the
clinical triol, was Jess than 1% for each agent.
Notice that the same holds true in a six-month
study comparing ZYPREXA ro risperidone,
which, again, was the largest head-to-head study

26

between these two agents. In this case. the
incidence of treatment-emergent dizbetes was
0.6% for both ZYPREXA and risperidone.

PROBE: Are you sm-pnsed by this?
Any comments or questions?
(wait for the answer)

Anather way to.look at this is to compare what
happened to the patients’ random blood glucose.
levels on ZYPREXA with these other treatments.
On ZYPREXA, across all patients, we see a
relatively small elevation in glucose, on the order
of 3.2 mg/dl to 4.6 mg/dl. To put this.in
perspective, the average random glucase level at
baseline for patients treated with ZYPREXA in
these trials was 95 mg/dl o 100 mg/dl.

PROBE: Do you consider this to be
clinically significant?

Whenlocking at how this small increase might
compare with changes seen on ather agents, we
found that changes on ZYPREXA were very
similar to changgs on risperidone (a difference of
>2 mg/d)). Also, the small increase of ZYPREXA
was 4.3 mg/dl above that on haloperidol, and it
was 10.1 mg/dl below that on clozapine.

We found comparable rates of diabetes, and saw
some small increases in average random glucose
levels. We delved deeper into the relative rates of
hyperglycemia between these agents. To do this,
we looked at the likelihood of blood ghicose
elevations above. four different thresholds based
on random blood glucost measuremens—
elevations above 126, 140, 160, and 200 mg/dl.
What the data shows is that across treatment
groups, there were aguin comparable rates of
hyperglycemia at each of these thresholds.

PROBE: Do you find this surprising?
Or comforting? How does this data
affect the way you think about this
issue? (wait for answer)

IF THIS ADDRESSES THE MD's
QUESTIONS, collect the chip for a
concern answered and get back to a
sense of joint discovery with the
efficacy-oriented discussion.

i ——
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Message Script

If physician still has concerns based
on weight gain, (ie, "but ZYPREXA has
more weight gain, and | know weight

gain can cause diabetes”) then
continue on.
Considering the g factors to

of diabetes, we ought to look at the general
population as a baseline. In the general
population, the incidence of diabetes or
abnormally elevared blood glucose is about 15%.
Naw, other studies show that with the persistently
mentally ill population that you deal with, that
rate may be anywhere from 2 to 4 times higher,
Sa, n your practice, you should not be surprised
to find patients who are having elevations in
blaod glucose regardless of choice of agent.
Clearly, while there are comparable rates of
diabetes and hyperglycemia in patients taking
these various medications, Lilly does not want
to mintmize the extent or seriousness of this
common iliness.

INow, there are a lot of factors, independent of
treatment choice, that affect risk of diabetes.
There arc a number of Intrinsic factars such as
family history, age, and ethnic background. Other
factors. that may be more controllable by a patient
include exercise, diet. and obesity. Also, excessive
alcohol use, hyperprolactinemiy, and diets high in
lipids have been implicated in higher levels of
blood glucose. Clearly, this is not as simple as
saying the presence of one factor means a patient
will get diabetes. In fact, you may have patients
who have all of these risk factors and do not i
develop diabetes, and conversely you may have
patients diagnesed with didbetes who have none
of these risk factors.

PROBE: Any questions? What are your
thoughts? How does this information, in
the context of the overall efficacy of
ZYPREXA, impact your selection of a
mood stabilizer? (Wait for answer,)

(If needed —eg, the physician is looking for an
explanation of how ZYPREXA can have more
weight gain and yet have comparable rates of
diabetes/hyperglycemia)

Clearly, abesity is a risk factor for diabetes, but it
is ane of many that may Increase a patient’s risk
for diabetes. The majority of patients—in fact
about 79%—who did have an epfsode of

ypergly did NOT
weight gain In our clinical studfes. Furthermore,
of those patients who did expetience substantial
wefght gain, over 95% had no glycemic
abnormalities at all.

So while obesity is-a risk factor for diabetes,
differences in weight. gain across the varfous
treatment groups did not result in different rates
of diebetes or hyperglycemia across these agents,
In fact, large controlled data demonstrate that
rates of diabetes and hyperglycemia are
comparable across these agents.

Frame in terms of efficacy, GET BACK
TO JOINT DISCOVERY!

Does this information I have provided address
your concern?

If “Yes"— Doctor, we have just talked
about how your choices are
comparable in one respect. Now, let
me show you how ZYPREXA stands
alone in its broad-spectrum efficacy.
(Get back to selling)

If "No"—Probe deeper to expose
where concern still exists.

b
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Q&A
Douring your sales calls, yous may-ettcounter other kinds limitations became apparent:
of guestions. yperg) dordinbetes. 4
Use.theverbatims below as aswwers,; then,.as always, hm"" 'm' e sy e D ek &
refocus on your Selling Message. g & TPEBY i
* The study was grossly underpowered (about B
patients int eath group).

How can you be comparable in rates
of hyperglycemia to other agents
when you cause more weight gain,
and significant weight gain is a risk
factor for diabetes?

In fict, we have examined Lilly's large database of
prospectively, randomly assigned patients in
longer-tenm trials. In these trials, weight gain was
not found exclusively on ZYPREXA treated

patienits, aithough it s no doubt more conunon in.

ZYPREXA treated patients.

Clearly, obesity is a risk factor for diabetes, but it
is one of many that may increase a patient’s risk
for diabetes. The majority of patienty—in fact
about 79%—who did have an episede: of
hyperglyermia, defined as random glucose levels
above 160 mg/dl, did NOT experience substantial
weight gain (defined as an increase of 10% or
more from baseline).

Furthermore, of those patients who did
experience substantial weight gain, over 95% had
no glycemic abnormalities at all (agatn, defined as
randoni glucose levels above 160 mg/dl).

So while obestty is a risk factor for diabetes,
differences in weight gain across the various
theraplas in our head-to-hoad database did not
result in different rates of dlabetes or
hyperglycamia.

How do you explain the

Newcomer data?

The data from the Newcomer study ralse a
question pertaining to relative fmpact of the
varfous agents on hyperglycemia. Ir is nat
consistent with other data presented in the work
described here. When reviewing the study, several

+ The orlginal study was not controlled—there-was
no distinction made due to intdnsic risk factors
(Family istory, gender, etc), nor vias the patients’
behavior monitored (diet, exercise, et). Mast
importantly. assigniment to the different drugs was
not random.

+ These Findings are not readily interprecable
because standard 2-hour ghicose levels were not.
taken, You cannot rely on glucose levels takem
before 80 minutes. (Dr. Newcomer tagk Jevels at
15, 45, and 75 minutes).

« The glucose Jevels in the study (even with all
other limitations) do not meet the criteria for
diabetes.

Does ZYPREXA affect risk factors
other than weight gain?

That's an excellent questian, since there are many
factors that impact & person's chance of
developing diabetes. Some of these are intrinsic
and cannot be impacted by lifestyle or any agent
(such as genetic risk, age, gender, #tc). In terms of
the varfable factors like prolactin, ZYPREXA
does not appear to have an effect that might
increase the risk of diabetes. In addidon, we have
not seen any effects of ZYPREXA on other
fuctors such as hypertension or dyslipidemia.
Regarding various lifestyle factors (lack of
exercise, excessive alcohol intake, etc), these
fagtors may improve to the degree that 2 patient
axperiences efficacy from ZYPREXA, patentially
improving their risk profile.

£l
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Q&A

What does Lilly’s database say about
the rates of diabetes with other
agents (such as Seroquel, Depakote,
Clozaril, or Zeldox)?

* The one other large head-to-head, long-term
database: we have beyond rispéridone and
haloperido} is versus clozapine. Those data
demonstrate that ZYPREXA is much safer in
this tespect vs clozapine.

» In terms of other mood stabilizers, although
the HGHQ head-to-head data vs Dapakote

' ‘has:the limitation of being rélatively short-

term, there was no significant difference in
changgs in average random glucose levels and
none of the 251 patients on either drug.
developed treatment-emergent hyperglycemnia

Is there a direct effect of ZYPREXA
on diabetes?

We've gone back through and looked for evidence
both preclinically and in out clifical comp
trials-~with other antipsychotics and meod
stabilizers to determine whether or not.
ZYPREXA directly interferes with insulin release
or insulin activity and have not found a direct
effect. Specifically”

* We have examined our longer-term
preclinical animal studies and have not found
any changes in insulin rdlease or changes to
the pancreas.

« We also Jooked to determine if there were
higher rates of diabetes versus comparator
drugs in clinical studfes. If there was a direct

O dleptis® effect, you would expect to find much higher

« In addition, we know from case reports that rates of diabetes with ZYPREXA, probably in
hyperglycemia and/or diabetes has been the first weeks or months of therapy. In fact,
reported with virtually all psychotropics our head-to-head clinical trials show
(including lithium, 1 parable rates of diabetes or hyperglycemia
and clozapine). to haloperidol or tisperidone.

* Lastly, it is to early to tell what the true ‘Wﬂmm"‘ﬂnsi:‘hm‘ gate: these
efficacy or side effect profile of ziprasid; q quite

may be.

I know that the structure of ZYPREXA
is close to that of clozapine. How is it
that clozapine has this problem and
ZYPREXA does not?

« Tt Is corréct that the two compounds are
structurally similar. ZYPREXA was derived
from clozapine, but with changes in the
molecule which were specifically designed
preserve efficacy and remove toxicity

+ In regards to hyperglycemia, as with
agrunulocytosis, it looks like the
changes worked.

Does ZYPREXA cause Type 1
Diabetes?

We do know that there are patients, Independent
of the agent they are on (ar they may not be on
any agent at alf) who develop insulin-dependent
diabetes. Since diabates will develop in the
general population, the specific question relates to
whether ZYPREXA patients develop insulin-
dependenc diabetes at.a rate higher than the
general pop Inour led p
clinical trials, rates of developing Type 1 Diabetes
arg not higher on ZYPREXA than on haloperidol
orrisperidone. We have gone back to our longer-
term preclinical animal studies and have not
found any changes to insulin release or changes to
the pancreas.

Zyprexa MDL 1586: Confidential-Subject to Protective Order
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s doclimant hae
HOT been prootrecd

How is this different from what

you were telling me over the last

few months?

Tt 4s consistent with what we've been saying.
What we're telling you about rates on ZYPREXA
has not changed at all. What we have done is
expand our analyses comparing mtes on
ZXPREXA to other antipsychotics, which may
be-more clinically relavant to you. This new data
presents the finding of these varjous analyses,
which conclude that the rates of developing
dlabetes or byperglycemia are comparable across
agents.

Why do I need to monitor biood when
you tell me that no blood monitoring
is required with ZYPREXA?

The fact. Is, you do not have to conduct routine
bload monitoring of patients on ZYPREXA,
‘The data suggest that if the right factors are
present, hyperglycemia can bappen with & patient.
Actordingly, fust like any other concerns you may
have relative to a specific patient, regardiess of
what agent they're tuking, you may need to look
further. Fortunately, that's likely to be only «
relatively small fraction of patients who are taking
ZYPREXA und a number comparable to that
found with ather agents as well.

How does ZYPREXA affect a
person who has diabetes?
Glucose intolerance?

As with adding any new medication to the

regimen of a patent who has hyperglycemia or
diabetes, you may want to check to see what
effects the medication may have

The controlled comparisons that showed
comparable rates for blood glucose elevations

ded patients with diabetes. Lilly
is currently conducting analyses of patients with
diabetes in clinical trigls,

orena MOL Paintite’ Exniot No 01970

Which patients should | be
concermed about?

As you begin to treat any patient, the assessment
of their general health is a standard and
important step. The risk of hyperglycemia and
diabetes are two factors within each patient’s
scape of overall health that should be considered
(along with mental health, lifestyle, etc).

Specdific to hyperglycemia and itrespective of
disease state and agent used, there may be some
people who are inherently at a higher risk relative
to other peopie: They are as follovs!

+ Clearly, the group of Pima Indians within
your practice deserve some special attention
since we all know that their risk of developing
hypergiycemis is far higher than that of the
general (and nental health) population

« Patients who have a number of risk factors
(intrinsic and variable)

* Patients who have poor glucose control to
begin with

« Patients with extreme weight gain
(regardiess of source)

33

Zyprexa MDL 1596: Confidential-Subject to Protective Order
ZY200058478




o NP b2
o e Materials Available

MATERIALS AVAILABLE

In addition to the Hyperglycemia Sell Sheet, you
may find these other resources helpful when
addressing this question with your physicians.

Enduring Materials:
Noyember 2000 PsychLink
Jarmary 2001 Provision

Educational Resources:

NTTP educationial resources related to healthy
Tifestyles

Local partners trained in delivering the message
of NTTP

Websites:

www.diabetes.org
{official webnite of the ADA)

wvaw1lllydiabetes.com
(Lilly-sponsored website on diabetes)

3s
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ZYPREXA - Primary Care ,
Strategy and Implementation Overview ;

———

Background: Following several months of study by the LillyUSA Zyprexa Brand Team, the

affiliate approved the recommendation that Lilly actively promote Zyprexa to selected current '
primary care prescriber targets. Key decisions included: Launch will occur in October 2000,
promotion will handled via the Primary Care — Neuroscience sales sleeve (510 reps), and
funding in 2000 would be incremental to existing brand opex.

Current situation: PCPs account for about 18 % of all retail antipsychotic prescriptions.
Risperdal holds a 29 share, compared to 18 for Zyprexa. Typical agents, such as Haldol, account
for another 40+ percent. Nearly half of all PCP antipsychotic prescriptions go to patients age
65+.

Opportunities;: We believe there to be significant unmet medical need among office-based
primary care physicians (PCPs). This customer group is huge (>250,000 prescribers, ~ 59,000
are key targets) and its potential in this arena is virtually untapped. By targeting the top deciles,
we can maximize return while building a strong clinical foundation. Zyprexa’s profile is ideal
for primary care (safe, simple, well-tolerated, effective, versatile). Zyprexa would enjoy first
mover advantage in this segment, pre-empting Janssen (Risperdal), Abbott (Depakote) and Pfizer
(Zeldox). Historically, Zyprexa has closed market share gaps in every segment in which we’ve
actively competed.

Challenges: Most PCPs currently prescribe a low volume of antipsychotics and mood
stabilizers. Many PCPs will refer patients in need of psychotropic treatment to a specialist rather
than treat that patient. Key barriers to uptake include PCP’s lack of training in this category,
limited time with patients, and an aversion to perceived risk. Zyprexa's primary indications —
schizophrenia and bipolar — are not viewed as PCP-treated conditions, so there’s not a specific
indication for Lilly reps to promote in the PCP segment. Face-to-face sales time with PCPs is
very limited. There is some concern that brand image will be diluted.

Position: Zyprexa: The safe, proven solution in mood, thought and behavior disorders

We will emphasize safety to address barriers to adoption, and merchandise the brand’s “Four
years — Four million patients” base of experience. The word “solution” speaks to unmet medical
need, and enables the PCP to take control of clinical situations that previously had led to referrals
and/or poor outcomes. “Mental disorders” is intentionally broad and vague, providing latitude to
frame the discussion around symptoms and behaviors rather than specific indications. We will
position Zyprexa as the incremental next step in the PCP’s expanding clinical orbit: e.g., SSRIs
=> 2" generation antidepressants => safe, gentle psychotropics.

Strategy: Launch in phases. The launch phase, with its compressed timeline, will focus on a
limited # of physicians (10-20K), a clear but lightly tested message, and strong emphases on
sales training, peer-to-peer programs (psychiatrists training PCPs) and tight integration with the
Neuroscience sales organization. In 2001, the customer list will expand (based on an ROI
threshold), materials will be updated to reflect customer feedback (both external and internal),
and segment-specific clinical research (outcomes, health economics) will be designed to
strengthen Zyprexa's long-term presence in the PCP segment. The Zyprexa-PCP strategy is
designed to fit within the brand vision of broad spectrum efficacy.

ZY 9388 248
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Implementation: Market research, message development, medical support and the creation of a :
training calendar is in progress. Logistical details surrounding a proposed single-site launch |
meeting, sampling considerations, the communications plan, sales metrics and incentives, ¢

’ customer targeting and direct- to-physnc:an mmauvcs are also underwa Additional pre-launch

Mike Bandick, Brand Manager August 2000
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DEPARTMENT OF HEAUTH & HUMAN SERVICES Public Yaath Servce

Feod 2nd Drug Adminisiretion
Rockvila, MD 20857

NDA 21-520/8-012

Ell Lilly & Company

Anentlon: Robin Pitts Wojcieszek, R.Ph,
Associnte Director, U.S. Regulatary Affairs
Lilly Corporste Center

Indianapolis, IN 46285

Dear Ms. Wo)cieszek:
Please refer to your suppl | new drug application dated Scptember 28, 2006, received S b

29, 2006 submined under section S05(b) of the Federal Food, Drug. and Cosmetic Act for Symbylx
(o]anuplnqlﬂuoxedne) 3 myzs mg, 6 mgﬂs mp, 6 mgISO mg, 12 mg/25 mg, and 12 mg/50 mg (mg

8 eq
We acknowledge receipt of your dments dated Ni ber 8, 28, 2006, D ber 11, 14, 2006,
and February §, 20, 2007,

This supplemental new drug ogplication provides for the use of Symbyax (olanzapine/fl ine)

capsules for Treatment Resimm Depression (TRD).

We completed our review of lhls application, and i\ is approvable, Before the application may be
approved, however, you must address the following issues:

Updated Information on Risks of Weight Gein, Hyperglycemis, 20d Hyperlipidemia

A primary cancem with this application and the primary basis for our not taking a final action is our
view that we lack impomnt safety information needed to adequately update the 1abeling with sil

1 risk fnfe we are d that the labeling is deficlent with regard (o
information about weight galn. hyperglycemia, and hyperlipidemia that i is d with ol
use, whother taken alone or in combination with fluexetine. You must fully address these enncems
before we will be able to take 2 final action on this application.

Defining what your response will need to be 10 fully address thess concerns will likely involve an
interactive process with us over & perlod of scvenl wocks, becluse we, first of all, need 1o fully
understand the universe of rel and bination (OFC) studies
and their characteristics, Once we better understand this set of studies and what dala pertinent 10 our
concemns were collected, wa will be in 8 berter position to provide detailed advics on what studies to
pool, what data to prov:de, ond what addi I w0 di In characterizing these trials, it
will be important to provide detsils on what data were collected (¢ g., plasma glucose, HbA lc, total
cholesterol, HDL, LDL, triglyceride, and urine glusase), under what sonditions (e.g.. fasting vs non-

MAR 3 8 2007
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fasting), the demographic charasteristics of the subjeets (e.g., pediatric vs adult), and 21 what infervals,
Once we have this information, we will work with you to definc what studies to pool, and what data to
provide to 18 and In what formav.

Regarding data disphys an overall strategy will be to subgmup y:uents on the basis of their status at
baszline 5o that ¢l can better und d the risks with of patlenits falling
mto different risk categories. For example, we note that your proposed Symb fabel incl
only on proportions of patients who are ulmively normal a baselmz with regard to

random blood glucose (< 140 mg/dL), i.e., 2.9% of such p iving OFC had on
levels > 200 mx/dL compared 10 0.3% orplncabo-lmzed patients. Howevear, we note that 46% of

15 who were ¢ line to high at baseline (140 to 200) had such on-treatment Jevels compared to
only 5% of placcbo-trcated paticnts. This latter {indipg wes based on a small number of patients in the
QFC program, and for this reason, we would like to see such data for the entire olenzapine program.
In addition, we were roubled that thls important finding was not included in your proposed label. We

will want you to provide similar it jon based on subgr of patients on the basis of weight
and BMI (for wmght ubange). and lipld ﬁndmgs for the lipid data, We will want you to provide data
both on prop of p g certain criteria and also for mean change from

baseline.

Ifyou feel you have already aggrogated and submitted data to address these concerns, then we ask that
you direct us to precisely which submissions these sre. If, on the other hand, you have sggregated the
sppropriate data for your own internal purposes but not subminiad them, we ask you to submit them.
Your recent February 20, 2007 response to our January 12, 2007 letter regarding the New York Times
story has not been p lacly hielpful in addressing these

Our overall goal is to improve labeling with regard to these findings so that clmlclans will bc better }
informed on what the risks are for their patients. They cannot make i
until they have such information. We do not feel that current labeling for cither Symbyax or Zyprexa, :
pmvldes sufficient information un lhcs: risks, and we fully jntend to insure that thesa labels are

)

with the best availabl jon to ize these risks. !

Post Marketing Commitments
Long-Term Efficacy Studies

Since TRD is a chronic illness, you are required 10 asscss the longer-torm effectiveness and safety of
Symbyax in TRD. Accordingly, we sk for your commitment to submit, as a Postmarketing
commitment, the results of this study to evaluate Symbyax’s ability to reduce the risk of relapse in
acutely remined patients with TRD, We ask that you commit to submitting these results no later than 3
years after.the date of approval of this supplemental spplication.

Labeling

Plcm submit revised draft [abeling for the drug, The labaling should be identical in content 1o the
d labeling text for the pack Insen.

In addition, all previous revisions, as reflected in the most rwomly npprov:d package insart, must be
included. To facilitate review of your submission, provide o highlighted or marked-up copy that shows

the changes.
MAR 2 § 2007
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1f additional information relating to the safety or effecti of this drug b , Tevisi
of the lubeling may be required,

Forelgn Regulatory Update/Labeling

uire a review of the status of all Symbyax actions taken-or pending before forcign regulatory
w!honmn Approval actions can be noted, but we ask that you deseribe in detail any and all actions
taken that have been negative, supplying a full explanation of the views of all parties and the resolution
of the matter, [f Symbyax has been approved by any non-US regulatory bodies, we ask that you
provide us any approved labeling for ymbyax slong with Engl:sh translations when needed.

Request for Safety Update snd World Literatore Update

When you respond to the above deficiencies, inolude a safety update as desoribed at 21 CFR
314.50(d)S)(vi)(b). m safety updm should include dats from all non-clinical and clinical studies of
the drug under of indication, dosage form, or dose Jevel,

1. Deseribe in detail any significant changes or findings in the safety profile.

2. When g the soetlons describing di: inuations due to adverse events, serious
ndverse events, nnd common adverse evenu incorporate new safety data as follows:
o Present new safety data from the studies for the proposed indication using the same
format as the original NDA. submission.
o Present tabulations of the new safety data combined with the original NDA daa,

v Include lables lhal pare frequencics of ad avents in the original NDA with
the retat les deseribed in !he hullel above,
o For indications ather than the proposed i provide scp tables for the

frequencies of adverse events ocmmng in clinical v.nn)s

3. Present e retabulntion of the reasons for p study di ion by b g the
drop-outs from the newly completed swdles, Describe uny new trands or patterms s identificd.

4. Pravide case report forms and narrative summaries for each patient who died during a clinical
study or who did not complete a study because of an adverss avent. In addition, provide
narrative summaries for scrious adverse ovents,

5. Deseribe any information that suggests a substantial change in the incidence of common, but
less serious, adverse cvonts berween the new data and the original NDA dota.

6. Prior 10 an spproval action, we require an updated report on the world's archivsl literature
pertaining 10 tho safety of Symbyax. Please provide a summary of worldwide experience on the
safety of this drug, Include an updated estimate of use for drug marketed in other countries.
‘This report should tnclude only literaturs not covered in your previcus submissions. We will

need your warrant that you have reviewed this it \cally, and in detail, and that
you have discovered no finding that would adversely affect canclusions about the safety of
Symbyax, The report should also detail how the lj scarch was conducted, by whom
(thelr credentials) and whether it relied on obstracts or full texts (including translations) of
HAR & ¢ 2007
G. Brophy
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avticles. The report should emphasize clinioal data, but new findings in preciinica regorts of
potntial significance should also be described. Should any report or finding be judged
important, a copy (transated as requirad) should be submitted for our review.

Promotional Materials

In addition, submit threa copies of the Introductory promoational materials that you proposs fo use for
this pmduoL Submit all proposed materials in draft or mock-up form, not final print. Send one copy 10
this division and two copies, of both the promotional materials and the package insert directly to: 3

Food and Drug Administration
Center for Drug Evaluation and Rcsmub ’
Division of Drug Marketi g, and Ci i
5901-B Ammendale Road

Belisville, MD 20705-1266

Within 10 days afler the date of thig letter, you are required to amend the application, notify us of your
intent to file an amendment, or follow one of your other options under 21 CFR 314.110. If you do no!
follow one of these options, we will consider your lack of response a request lo withdraw the
application under 21 CFR 314.65. Any amendment should respond to all the deficiencics listed, We
will not process a partial reply as a major amendment nor will the review clock be reactivated until all
deficiencies have been addressed,

Under 21 CFR 314,102(d), you may request a Jeph fe with the Division of
Psychiotry Products to discuss what further steps need lo ba taken before the application may be
approved.
If you have any questions, call LCDR R Grewal, Pharm.D., Regulatory Project Manager, at
(301) 796-1080.

Sincerely, .

(See appanded slecironic signainre poge)

Thomas Laughrea, M.D.

Director

Division of Psychiatry Products

Office of Drug Evaluation

Center for Drug Evaluation and Research

Enclosure

MAR 2 § 2007
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4
FULL PRESCRIBING INFORMATION
‘WARNING

Sulsidality In Children and Adohscenty — Antidepressants increased the rigk of sxicida) thinking snd

buuvlw (uldd-ltty) In short-term studies In children and sdclescents with mujor depressive disorder (MDD) sad other
Anyons the use of SYMBVAX ar sy oiter 1n 1 child or adals must

Inlmu b3 risk with the clinical beed. Patieols who sro started oo therapy shoold be abserved ciosely for thinical wortcoiag,

auleidality, or unususl chenges in behavior, Families snd esregivert thoald be advised of the aeed for close observation and

communjcatiou with the prescriber, SYMBYAX ix nat spproved for use in padintric patients. [Ses Waralngs and Precoutions

(5.3) and Use in Specific Populations (8.4)].

Pooled nasiyses of shorteterm (4 to 16 weeks) placebo- rists of 9 P drugs (SSRI» snd others) fn
children and ndolescents witk msjor depreasive disordey (MDD), absetslye compulsive disorder (OCD), or other peychintric
disorders (a total of 24 trials involviag over 4400 patients) have revealed a greater rlsk of muru Tveols represeating suicidal
thioking or behavior (sulcidality) during the firat few months of ¢ In those recct The average cisk
of such events In paents recelving antldepressunts was 4%, twica the placebo risk of 2%. No sukddes occurred in (hese trixls.
[Ses Warniags and Precautions (5.2)].

Increapeq Mortality {n Biderly Patients — Elderly patirots with dementin-relsted psychosis trested with afypical
natipsychotic drags are at on (veveatad risk of dealh compared to placebo. Analyses of seventeea placcbocontrolied trials
(modal dursfion of 10 weeks) In these patisats revealed s risk of death in the drug-treated putlents of between 1.6 to 1.7 tirmes
that seen fa placebo-treated paticoty. Over the course of @ typiexl 10-wazk controliod trial, fhe rate of death in drug-{rested
patients was about d.5%, corapared to 4 rule of about 2.6% Ia the placabo group. Although the causes of death were varied,
most of the deaths spp 10 be either (e.g., Beart fallure, sudden deatd) or Infections (c.g., pueumonia) in
batare, SYMBVAX (oluuviu 200 llwoulln HC)) s pot lypnvd for the Ireatment of patients with dementia.ralated

s free

¥ ngs and Pr (5.4)}.
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otiioh Cotntbin-natt %% 1he-Dioeobe-risicol M- No-csicld > s
P T L r Plae
(Sow Warninps-ondRuscootions {535
1 INDICATIONS AND USACE
11 Bipolar Depresvion
SYMBYAX is indicased for the of depr cpisodes iated with bipolar disorder.
Unlike with unipolar there ¢ no established gul for the length of time patients with bipolar disorder

experiensing & major depressive eplsode should be treated with agents contining antideprassant drugs. 5
The effectiveness of SYMBYAX for maintaining antidepressant responie in this patient populstion beyond § weeks has nat
bean established in controlled clinse! studies. Physicians who elect 1o use SYMBYAX for extended periods should periodically
the benefits and long: risks of the drug for the lndividual paticnt,
13 Treatimen! Resistant Dopression

SYMBYAX I8 for rosistant (major disorder in patients who do not respord to
2 antidepressants of adequate dose and duration In the corrent spisode) (e Clinical Studivs (/4.3)).
The efiectivencys of SYMBYAX for malniaining aatideprassant response in this patisal population beyond § weeks has not
been esublished in conuolled clinical studies, Physicians who clest 10 use SYMBYAX for extended pericds should periodically
the beneflts and long: «lsks of the drug for the individual patiant,
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2 DOSAGE AND ADMINISTRATION
21 Bipolay Deprossion
SYMBYAX should be ldmbhwminnu uly in memnh;. geneaally beginning with the &mg/25-mg capsale, Whilz focd

has no appreciable sffect on tha ab given individually, the effect of food on the sbsorpion of
SYMBYAX has not been studied, Dosage uﬂumu. lrhdlaud. can be made according o efMicasy end wlcrability. Antidepressant
effieacy was demonstrated with SYMBYAX in u dose range of pine 6 to 12 mg and f 25 10 50 mg [vee Clinical
Studles (14)].

The safety of dases ﬁa.m 18 mg/75 mg has not been ovaluated in elinical studies.
23 Tresrment Resistant Depression
SYMBYAX should be sdministered md.rﬂy in mawmgmrd(y begimming with the 5-mg/25-mg capsule. While food

has no appreciable effect on the pilon of ol and ipo given individually, the cffect of food on the sbsorption of
SYMBYAX has not been studied. Dosage sdjustments, if indicated, unbeluduwd‘mgloummy and tolerability. Antidepressant
efficacy was demonstrated with SYMBYAX In » dose range of ol ine 6 to 13 mg wnd ine 25 to 50 mg {see Clinical

Studles (14)). The aafety of doses above 18 mg/7S mg has net been evsluated in clinjcal mudies.
23 Speeinl Papulations
The stanting dose of SYMBYAX 3 my/25 « 6 ug/25 mg should be used for patients with 3 predisposition to hypotensive
reastions, paticats with hepatic impairment, or patieats who cxhlbit 3 combination of factors that mey slow the metsbolism of
SYMBYAX (fermale gender, geriarmic age, ponamohing status) or these patients who may be pharmacodynamically sensitive to
olenzapine. Whien indicated, dose escalation should be performed with csutlon in these patients. SYMBYAX has not been
systematically studied in patients over 65 years of age o in patlants <18 yeass of age fsas Warmings and Precautions (5.19), Use in
Specific Populations (8.4 and 8.5), and Clinfcal Pharmacology (12.3)].
4 nummmm of Treatment with SYMBYAX
with di of ine, 3 ef SYMBYAX, and other SSRIs and SNRIs, have
been reported /uc Warnings and Precautions (5.23)]. %
3 DOSAGE NIIM AND m\xuam
Capaules (mg eq n2apine/mg
v 3mg25mg
v 6mp2smg
+ 6mysomg
.

12mg/25 g
12 mg/50 mg

4 CONTRAINDICATIONS
The use of SYMBYAX i3 contraindicaiad with Ure following:
. Monosmice Oxidase lobibitors (MAOI) — [ser Drug Interecilons (7.13)]
. Piraoride — (ivv Drug Interoctions (2.15))
. Thioridszine — (te¢ Orvg Interociions (7.18)]

5 WARNINGS AND PRECAUTIONS
81 Taerensed Mortality ln Elderly Patients with Dmmbmhled Paychosis

Elderly patfants with dementia-relnted pyychosis traated with atypical entlps drugs are zt an 4 rigk of
:;:: ,%mnnd 10 placebo. SYMBYAX b oot approyed for the trestmeat of paticots with dementin-related paychosls (ree Bax

In clanzapine placebo-conurulled clinical trials of elderly patients with dementis-relazed paychosis, the incidence of death in
olsnzspine-weated patients way significantly greser than placebo-treated patients (3.5% vs 1.5%, sespectively).
52 Clinfeal Worsenisg and Suicide Risk

Patients with major depressive disorder (MDD), both adult and pedinmio, may ng of thelr &
and/or the omergence of suicidal ideation and behavior (suicidality) or unusual changes in dehavior, Whether ot not they are taking
sntideprossunt medications, and this risk mey persist untl! significant remission cecurs, Theve haus beed o long-standing concer thar

MAR 3 8 2007
G. Brophy

Page 9 of 35




W e e avruu P.11.23

- s £ e g

6
savideprersunts may have 3 rolc in inducing wossening of depression s the emerguncs of suisicallty in cerualn paticnts.
Amidepressants increased the risk of. m«d&hﬂmu\dh\mm suicidality’ swudies adolescents
ajor depesiv disdor (MDD) ad i pychaoic dso g IR g oy e 1 chig g i

Pooled halyses of short-lerm placcbs it cmu of 9 anlidep. drugs (SSRis and others) in children and
wdulescents with MDD, OCD, ar other psychlatric disorders (s towal of 24 trisls involving over 4400 paticnts) have revealed a greaser
risk of adverse events representing suicidal behavior or thinking (suicidality) during the first few mongha of yreatment in those
reeeiving antigepressants, The average risk of such eventg in patients receiving antidepressants was 4%, twice the placebo risk of 2%.
There was considetable varizsion in tisk smong drugs, buf 3 tendency toward an incresse for aimost afl drugs siudicd, The risk of
su(ddnllty was most mhlmﬂy obgerved in the MOD trials, but there were signala of risk arising from somz trials in other

p disorder ond saciol anxlety disorder) as well, No ruicides occurred in any of these
ulm. 1t is unknown whether the sulcidality risk in pediatric patients extends 10 [onger-term use, |.¢., beyond several months, It is slso
unknown whether the suicidality risk extends to sdoly.

Al peaistric paticats bejug treated with eatidepressants for nay indication should be obaerved closely for elinical
worreoiog, sukidality, and aoususl changes It behavior, especially during the inltial few moaths of s course of drup tierapy,
or af tunes of dose changes, elther increases or decreases. Such observation would generally ioclude ut least weeldy (ace-to-Tace
rontact with paticaty ar their family members or caregivery during the first & weeks of treatment, then every other woek visiis
for the next 4 wooks, then at 12 weeks, and o clinicaily iodlcated beyond 12 weeks, Additions) contact by telephone mny be
appropriste betweea face-to-face visits.

Adults with MDD or co-morbld depression in 1be sentiag of other psyehlateic Uiness being treated with
sotidepressants sbould be observed sisilarly for clisical worssuing sud suicidality, sspecially during the ialtial few mosths of
0 course of drufs tieraspy, OF at times of dose chavges, elder Increases or decreases.

-n. fallowing wmm und:\y agiwton, panic sitacks, insomnis, iitat hostllity, agg:
aenthisiz (p i mdmmkuvubmrm‘mlnmukmdp-a-mpukmhmmdmm

id for major dep ditorder a3 well a3 for ather i both prychlatric and ismric. Although a causal
link between the emergence of such symptoma and aither the worsening of depression and/or the mer;mu of cuicidal impulses hes
not been established, ihere is concem thal such symproms may represeat precursors to emerging suicidality,

Cnnsldunﬁm should be livan 10 changing the it ie regimen, Includi peulbly inuing the medi in
patients w)mc i wmn, or who are i emergeny that might be precussors w0

lon or pecially if these symptoms are severe, sbrupt in onset, er were not part of the patient's
presenting symmnu

Il’m desision has been mude to discontinue treatment, medication should be tapered, as rapidly as is fzasible, bus with

5 that sbrupt canbe d with cermaln symptoms [see Warnings ond Precautions (5.23) end Dozage
and, (2.9), fora iption of the rlsks of discontinustion of SYMBYAX),

Famllies nd uumm of pedianrle nulool: being trested with p for major d! disorder or
other indicati Py wnd paye e, should be slerted about m Resd (o mositor paticats for ihe emergence
of ngitatton, Irrllnbmly. unusual chaoges (o b yuad the other ibed above, a3 well a3 the emergeace ol
sufcidality, wod 1o report such synaptoms lmmdhuly 5 healib caro provldcn. Soch moaitoring 3bovld lnclude dally
obyervatlon by frullies aud eavegivers. Preseriptions for SYMBYAX shauld be written for the smallest quantity of capsules

with gooed patient in order 10 reduca the risk of overdoac. Familics and caregivers of adults being treated for
depression shauld be simitely advised,

I1should be nated that SYMBYAX is not approved for use In veszing any indications In the padiatric population.

53 Cerebrovassular Adverse Eveots (CVAE), Including Stroke, la Elderty Patients with Dementis-Relsted Psychosis

Cerebrovascular adyerse events (e.g., anh, wwﬂem hehlnle mu:). including Gatalitias, were reporied in patients in trials
of olanzapine in elderly patients with dementia Tn pl trials, there wos a significantly higher
incidence of cerebrovascular adverse events In potients rested with olanzapine compared 1o patients weaied with placebo. Olsnzapine
and SYMBYAX are not approved for the eatment of patients with dementia-refated psychosis.

4 Nnrcupu: Malignant Syodrome (NMS)

.A ‘l-l P vomplex imes referred 1o as NMS has boon reporied In asyociation with adminisiratien of
payet drugs, ing olanzsp Cinical Of NMS are by 8, muscle rigidity, ulisred mental suatug,
and ¢ of gular pulse or blaod presus, ud\yumn. dnphe«sb. and cardiag dysthythmia).
Addirional signs may include clevated i y and eeute renal failute.

The dlagnostic evaluation of patients with this syndrome h :ompl(and In arriving at 8 dlagnosls, it is imporant
1© caclude
cases where the slinical presentation includes bowh serious medical illness (e B~ Dheumonis, systemie infection, ete.) and ynteated or
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insdequatcly ueated exrapyramidal 1igns and symploms (EPS). Other imp iderations in the ] diagnosis include
cental wnticholinergic wxicity, heat stroke, drug fever, and primasy central aervous system pathology.

“The management of NMS should Include: 1) i of antipsychotic drugs and other drugs not esseatisl
10 concurrent therapy, 2) intensive symp i and medica) monitoring, and 3) of any serious.
medical problems for which specific yesuments are available, There it no general sgreement about specific pharmacologies! weagnent
Tegimens for NMS.

1f sfter recovering from NMS, a patical requires treatment withs an anfipsychatic, the patient should be carefully monitored,
fines recurrences of NMS have been reported,

55 Hyperglycemis and Dijabetes Mellitus

Hyperglyeemia, in some cases extrems and iated with dosls or hyp coma or death, has been reported in
pasients eated with atypical antipsychotics, including olenzapine slone, & well as pine taken ly with
Assessment of the relstionship between atypical antipsychotic use snd glucoze is comp by the px ofsn
increased background risk of diabates mellitus in patients with ia and the | ing incidence of diabetes melllwx in the
genenal populazion. Given these confounders, the roletionship between atypical enlip use and hyperglycemia-related adverse
evenls is not d However, epid studies supgest an it ed risk of g
hyperglycemiarelnted sdverse tvents in patfents freated with the atypical amipsychotics. Precise risk csti for

hyperglycemia-relaicd ndverse cvents in paticnts treated with atypica! sntipsychatics are nal available.
Patieats with an established diagnosis of diabetes mellitus who are started on atypical snilpsychotics should be monitored
regularly for worsening of gluccse control. Patieats with risk factors for diabetes mellitvs (c.g., obesity, family history of diabetes)

who are staning with atypical antipsy should undesgo fasting dlood glussse testing af the beginning of reatment and
petiodically during troatment, Any parient treated with atypical h should be for symp of hyperglycemis
includi lydipsia, polyutia, hagie, and Patients who develop symploms of i during with

g polydipsia. pol phagh g
atypieal antipsychotics should undergo fasting biood glucose testing, In somo casea, hyperglycemis has resoived when the atypical
antipaychotic was discontinued; however, some patients required continuation of anti-disbelic weatment despite diszontinuation of the
suspest drug.

56 Serotoslo Syndrome

The develop of a potentlalfy life-th g serolonin syndrome misy occur with SYMBYAX, panicularly with
itant use of drugs (including wipuns) and with daugs which impair metabolism of sezolonin (inciuding MAOLs).
Serowonin syndrame symptoms may include mental staus changes (e.g., agitation, hallucinations, coms), autonomic inswbility (e.g.
wchycardin, labile blood pressure, b (a8.. hyp i, in jon) and/or
Roswointestinal symptoms (€., nausos, vomiting, disrrhes).
The concomitant use of SYMBYAX with MAOI intended to eat d is indicated f1e¢ C ions (4)
and Drug Interoctions (7 13)).

I concomitant restmeal of 3YMBYAX with a 5-hydroxytryptamine receptor 3gonist (Yiptan) is clinically waranted, careful
observation of she patlent Is sdvised, particulerly during testment (nitlstion and dese increases [s¢e Drug Interactions (7.13)).

The concomilant use of SYMBYAX with serctonln P (such as phan) is not fsce Onug
Interociions (7.20)].
&9 Allergie Events snd Rash

[n SYMBYAX premarketing conwal(ed clinics] studins, the overall incidence of rash or allergic events in
s:j::nx-m:;‘a ::ﬂum (:h.:: (25/57!)}‘\'“ similar w that of placebo [5.2% (25/477)), The majority of the cases of rash and/or
u 0 were mild; however, patients discontinued (one duc to rash, which was mod: il
events, one of which inoluded face edema), AR T SO W el

In fleoxetine US clinieal studies, 7% of 10,782 fluoxetine-meated patients developed various f rash

s g and/s
;\:\ou ln; ;un :rmn and/or T:uia reponed in premarketing clinical sudles, dmonurm:d were m‘: ;:m nz:::f N
cause of tha rash and/or yysteen igns or symploms associated with the rash, (] ) findi in wssoajati {

ineclude fever, leukocytasis, enhralgias, edema, carpal tunnel K wbls & l:lt?uu: dlmu okl m‘mn ‘w“h mh”d
vansaminase elevation. Most patients imp promptly with di ion of f) ne and/or ad) jve ¢ \-»'Il;:'° iy
antihistamines or sterolds, and el patients expenicacing these events wero reported ta recover completety.
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decroases of at lenst 30 mm Hg. Onthostatic sysiollc blood pressure decronses of st least 30 mm Hg occurred in 4.0% (28/705),
2.3% (19/831), 4.3% (18/399), and 1.8% (&/442) of the SYMBYAX, olanzapine, flucxetine, and placebo groups, iespectively. In this
oup of vmdles, the incidence of syacope-teiated advérse events (i.c., synsope and/or loss of consciouaness) in SYMBYAX-treaied
patlents was 0.4% (3/771) compured w0 placebo 0.2% (1/477).
In a clinical pharmasology sludy of SYMBYAX, three healthy subjects were discantinued from the trial after experioncing
severe, but and bradycardia that occurred 2 to 9 hours following 3 single 12-mp/50-mg dase of SYMBYAX,
ing of this cambination of hyp ion und bradysardia (and »i50 accompanied by sinus pauss) have been odserved
in ot 1east thres other healthy subjects reated with various formulations of olxnzapine (one oral, two fntamusculas). In controfled
elinieal studies, the Incidenco of patients with s 220 bpm decrease in orthostatic pulse concomitantly with 0 220 mm Hg decrease in
orthustatic systolic blood pressure was 0.3% (2/706) in the SYMBYAX group, 0.2% (1/445) in the pleccho group, 0.7% (6/837) in the
olanzapine grovp, and 0% (0/404) in the fluoxetine group.
SYMBYAX should be used with particulas caution In patiznts with known cardlovasoular disease (history of myocadial
infarction of lschernia, heart failure, ities) disesse, of canditions that would predisp
patients 1o bypotension (d povolemin, and trextment with entihypertensive medicatians),

511 Dysphagia

P ity and. have been lated with antipsy io drup use. Agpiration p is 8 commen
cause of morbidity and mortality In patients with d Alzh s discase, Olanzapine and other antipsychotic drugs should be
used cautiously in patients at risk for aspiration ppeumenia.

512 Sefzuees
Selzures occurred in 0,2% (4/2547) of SYMBYAX-treated patients during open-label cllnfcal studies, No seizures occuned
In the controlled §YMBYAX snudies, Seizures have 2150 béon reported with both olarzapine and Duoxetins 2
SYMBYAX should be used cautiously In patients with s history of selzures or with conditions that potentally Jower Lhe seimwe
treshold, Conditions that lower the seizure threshold may be more prevalent in a population of 265 years of age.
3 noted, » v n equ dto b

613 Woelght Gala

In clinical studies, the mean welght Increase for SYMBYAX-treawed patlents after 8 wesks of treatment was statistically
significantly preater than placebo-ireated (4. kg ve 0.5 kg) and fluoxetine-treated (3.3 kg vs -0.2 kg) patients, but was not
satistically significantly different from olanzapine-treated patients (4.3 kg vs 4.1 kg). Thirty-five percent of SYMBYAX-treated
patients met criterion {or having galned >7% of their baacline weight. This was sutistically significantly greazer tvan
placedy d (396) and 01 weated potients (3%) but was not staistically significantly different thaa olanzapinc-treated
patients (11%),
5.4  Tronsamioase Elevations

A3 with olanzapi of hepatic [ALT (SGPT), AST (SGOT), and GGT] and slkaline
phosphatase have been observed with SYMBYAX. In the SYMBYAX-controlicd datbase, ALT (SGPT) elevations (normsl bascline
and 23 simes the ypper limit of the normal range past-baseline) were observed in 3.4% (20/586) of patients exposed 10 SYMBYAX
campared with nono of the 342 placebo patients and 3.5% (23/665) of olanzspine-treated patlents. The difference between
SYMBYAX and placebo was statistically significant, Of the SYMBYAX patiats who starred normal of baseline sad had increases in
ALT 25 times the upper limit of normal range, nonc expericuced jaundice and four had translent elevations 3200 JU/L. inthe

s SAALBUASR o

ALT G ok PR e Hamit-etiho o
ATt R +

» 7 =
163543 1405} ‘ 0B XMBYAX. S ABE4 o Ve i ecobo-pash.
£ P
{35384)

ioncapine-tosiod pabens-[1c4 Advers ).
In olwuapine placebo-controlled studies, elinically signiticant ALT (SGPT) clevations (23 times the uppes limit of the
normal range) were observed in 2% (6/243) of patients exposed to olanzapine compared with 0% (2/113) ol the placsbo patisnty.
None of these patients experienced Jaundice. In 2 of these patients, liver enzymes decieased taward nermal despite continuzd

o
4 SRt 358G TNl
{25500l

weatment, and in 2 others, enzymes upon of ol lae, In the 2 patierds, |, scroposilive for
hepatitis €, hed perslatent enzyme elevarions for 4 months afer discontinuation, end the otter had ineufGereat fo "
i bl iy t follow-op 10 determine

n Within the lurger ofanzapine premarketing database of about 2400 patients with basaline SGPT 590 JUAL, the Incidence of
SGPT elevadon w0 >200 TU/L was 2% (50/2381). Again, nons of thesc pRtionts experienced jaundics or other mn;;lmn:m&utlcle ©
[iver impuirmont and most hed tronsient changes that teaded 1o lize while ol i was conti Ameng il
2500 patients in clinical studies, app 1% (22/2500) di dusto increascs.
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g Rare postmarketing repons of hepatitis have been reczived. Very rve cases of cholesttic or mixed liver ijury have aleo

\ been vaported in the postmarkaing pwbd
Caution should be exerclsed In parisnss sthh ¥igns and symp1oms of hepsiic Impsinmans in patlisnis —ivn prrsmteting
conditions sssociated with ﬁmuad hepatic functions] ressrve, and in patients who are being treated with potentislly hepstotoxic drugs.
Perindic of iy in patients with significant hepatic disexse fsee W-ni-wa-l Precautions
(5.29)].
&15  Abuormal Bleeding

Published case reparts have documented the occurrenss of blezding episodes in patlents meared with psychotropic drugs that
interfere with serotonin reuptake. Subsequent epidemiological studics, both of the case-canirol and cohert design, have demenstrsted
an s350cistion between use of psyohotropic drugs that murfcu with serotonin ceuptake g the occumrence of uppez gastrointestinal
bjeeding. In two studies, useofn idal snti-l drug (NSAID) or aspirin potentiated the risk of bleeding
(2¢e Drug Interaciions (7.23, 7.24)], Although theso studies fosused on upper gastrolntestinal bleeding, thore is reason w believe that
bleeding a1 other sites may be similarly potentiated. Patlents shoutd be cavttoned regarding the risk of biseding assosiated with the
concomitunt use of SYMBYAX with NSAIDS, aspirin, or am drugs that affcct coagulation,

516  Hyponatremia

Hyponatremia has been observed in SYMBYAX promarketing clinical studies. In convolied vials, no SYMBYAX<reated
paticnts had a eatment-emergent serum aodium below 129 mmol/L; bowever, o [owering of serum sodium below the reference range
oceurred at & incidence of 1.6% (11/693) of SYMBY AX-treated putients compared with 0.5% (2/330) of placebo patients, This
difference was not stanatically significant. In open Inbel studics, 0.0% (1/2376) of these SYMBYAX-treated paticols had 2
treatment-emergent serum sodlym below 129 mmoliL,

Cases of hypenamemis (some with serum ndium lowu than 110 mmolL) bave been reponied with fluoxeting, The
hyponotremis kppeared 1o be bl vmcn umom these cascs were complex with yagying posaible
etiologies, some were possibly duc to the sy of i i hormeae seeretion (SIADH), The majority of these
occurronoes have been in older patfents wd In patents uklu diuretics or who ware otherwiss volums depleted. In nwo &-week
controlled studles in patients 260 years of age, 10 of 323 Nuoxstine patients wnd 6 of 327 placedo recipients had a lowering of serum
sodium below the reference range; this difference was not sussistically significent, The lowest observed concentration was
129 mmol/L. The observed decrcases were not clinically significant.

S.17  Coguitive and Motor Jspalrment

Sedation-related adverse events were commonly reparted with SYMBYAX wrestment accuring 8t an incidencs of 26,6% in
SYMBY AX-teuted patients compared with 10.9% in placabo-treated patients. Sedation-related agverse events (sedation,
somnolence, hypersomnia, and lethargy) led 10 diseontinuation in 2% (15771) of paticnis in the coatrolled clinjcal swdies. As with
any CNS-unlung. SYMBYAX M! lhl potential to Imuluudcmt. thinking, or motor skills. Patients should be caurianed about

ng untll they are ibly cerain thar SYMBYAX therspy does not sffect them
adversely.
618  Body Tempersturs Regulation
Disruption of the body ¢ ability to reducs core body has bv-a ib © drugs. priare care
is advised when pvmvﬂﬂu SYMBYAX for paricats who will be experienci ions which may ibute 10 8 lon in
care body ly, exposure 10 extrems huv~ rmMn' ion with anticholinergi

sctivity, or hclng :umea o d:\ydnnon)
519  Usein Patlenty with Concomitant finen

Clinlcal axperience with SYMBYAX In patlons with concomitent mn:nl: ilincases i5 limited free Clinical Pharmocology
(12.9)). The following jons for the d P muy be appiicable 10 SYMBYAX.

Olanzapine exhibits in vitro muscarinic receptor affinity. In premarketing clinical swdies, SYMBYAX was associated with
constipation, dry mouth, and tachycardis, sl sdverse evants possibly related to cholinergic antagonism. Such adverse events were not
often the basis for study discontinuations; SYMBYAX should be used with caution in patients with clinically sign!ficans prosuatic
hypertrophy, nurow angle glaucoma, 3 history of paralytic ileus, or related conditions.

(n five plscebo studies of in elderly patients with dementia-relstzd prychoais (n=1184), 02 following
ummnnnmerm‘ sdverse svents wero npemd in d patients af an f 2t lasst 246 and significamtly greater
than placeby ed patients: fallg, henal edema, ebnormal geit, urinary ! tethargy, i weight,
uuwula. pyraxia, pneumonia, dry mouth and vmul hal The rate of due 10 adversc events was significantly
greatar with olanzapine than plu:ho (13% vs 7%). Elderly patlents with & s teated with ol weatan

tisk of desth pared ta plasebo, O ine is not spproved for the reament or patients with dementis-related psychosis,
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1f the presceiber elects v weast eidzrly patients with dementin-releted piychonis, vigilenca should be cxercised fsee 8ox Warning and
Warnings and Precautions (3.1)].

As with other CNS-active drugs, SYMBYAX should be used with caution in elderly patlents with dementia. Ofanzapine is
not approved fot the rextment of patients With dementia-telnied psychosls. If the preseriber elects (o oeat elderly patieats with
dementia-related pryehosis, vigllunce should be oxerelsed (120 Bar Warning and Warnings and Preccutions(3.1)].

SYMBYAX has not been evatusted o used 10 any appreciable extent in patients with a recent history of myocudial
infarction or unstabla heart disease. Patients with these diognoses were exeluded from clinlcal studies during the premarke! testing.

Caution iz advised when ustng SYMBYAX in cardize patients and in patients with discases or condilions thal could offect

ic resp [sna We 182 and P (5.10)).

{n aubjecta with cirthasis of the Iiver, tae clesrances of Mivoxstine and its active mewbolite, norfluoxcting, wers decreased,
thus increasing the elimination hajf-lives of these substances. A lower dase of the fluoxefine—<omponent of SYMBYAX should be
used in patieats with clrrhosis, Caution is advised when usiog SYMBYAX in patients with diseases or conditions that could affect its

lisen [see Clinical Ph logy (!2.4) and Dasage and Administration (2.3)).

o] and e Individual p ics 6o not differ significantly in patizats with remal impsirment.
SYMBYAX dosing adjustment based upan renal impairment is not routingly required fsee Clinical Pharmacology (12.3)).

520  Hyperprolactinemis .

As with other dnigs that antagonize dopamine Dy receplors, SYMBYAX clevates profactin levels, asd 3 modest clevation

pessists during administration; however, passibly d clinical (e2.. B ond breast gt were
infrequently observed,

Tissue culwre i Indicate that approxi Iy one-thivd of humsn breast cancers arc protactin dependent in vigo, &
factor of polential ifthe p iption of these drugs is in a patient with previously detecied breast canser of
this type, Although dissurb such us gall by fa, and i have been reported with

mlm'm-elmdn’; compounds, the elinical significance of elevaied serum prolectin levels is uaknown for most patients. As is
common with compounds that Increase prolectin relzase, an increse in mammsry gland ncoplasia was chierved in the olanzapine
owstinogenicity studies conducted In mice and rals (scc Nonelinical Toxicology (13.1)). However, neither clinical studles nor
epidemiologic studies neve shown an association betwezn chronic administcation of dris class of drugs and tumorigeaesis in humans;
e availuble svidence is considered too fimiled to ba conclusive,
s11 G itent Use of O pine and 1) Producty

SYMBYAX containg the same sctive ingredients that arc in Zyprexa and Zyprexa 2ydis (olanzspine) and in Prozac, Prozac
Weekly, and Sarsfom (fluoxetine HCI). Ceution should be 3ed when p ing these medicati i with
SYMBYAX /see Owrdasage (10)).
§22  Loog Half-Life of Fluoxeting

Becausa of the long elimination half-lives of fiuoxetine and ite major active metabolite, changes in dase will not be fully
refiected in plasma for severn) weeks, affesting both strategies for titration o fina) dose and withdrawal from treatment fser Clinical
Pharmacelogy (12.3)).
52)  Discootlauation of Trestment with SYMBYAX

During masketing of fl » comp of SYMBYAX, and other SSRUs and SNRUs (serolonio and norepinephrine
reuptake inhibitors), there have been spontencous reports of sdVerse events cocwrring upen discontinuation of these drugs, pardcululy
when abeupt, g the following: dysphoris mood, lirlabillty, agitation, dizzi seqsory ¢ (&, paroythesias such as
eleetric shoek atlo anxiety, confusion, heads lethwgy, ional Lability, insomnia, and hypomania. While thess sveats
we genarally self-fimiting, c_hal have been repocts of serious diseontinustion symptoms. Patieats should be monitored for these

symploms when di A gradusl reduction in the dose rather than abrupt cecaation i recommended
whmc,vu ""“"? [ P otcur ‘“_ § ® decrease in the dose or upon dixom.hul::oruumm. then
B the p presorbod dose may be dered. S the physician may continge decreasing the dose bul 2 2
more gradusl rate. Plasma iy and norf decrease gradunlly at the conclusion of theragy, which may
i e risk of di ymptoms with this drug /ser Dosage and Admintsvation (2.4)]. '
524 Loborstory Tests
Periodic of is ded in patlents with eignifi bepatic disense [53a Warnings and

Precautions, S.N)).
6 ADVERSE REACTIONS
61 Clinleal Trisls Expericoce
MAR 2 2 2007
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Vi ‘The informailon below s derived from a clinical study dutabaze for SYMBYAX consisting of 2567 pmicnts with treatment
esistarn deresyion, bipolar depression, major degiessive disorder wilh peychosis,or sexual dysfuncion with approximately 1043
ptient-years of cxposwe, The conditions and duration of wastment with S‘MBYAXWM greatly and included (i overlapping

calegonies) apensabel uad double-blind phases of studies, inpatlents and fixed.dose and dose-titstion studies, and
short-leqm or long-term exposure,

Adverse events wele recorded by clinisal i i using descripti inalogy of their own choosing. Consequently, it
is not possible to provide & ingful cstimuie of the jon of indjvid:

umm svEnts withoul first grouping
similar types of events into a fimited (i.c., reduced) mnuberef thed evony categoriof.

In the wbles end tbulations that follow, MedDRA or COSTAR'I’ chtlm mmmnlm has been used to classify reparted
advenc events, The data in (fic tables represent the of who ienced, ut least once, o treslment-emergent
adversc evenl of the rype listed. An event was consldered treatment-emergent if it cccurved for the first fime ar worsened while

sing therapy following baseline evaluation, It is possible that events reportad duzing therapy were not nesessarlly related 1o drog
oXposure.

The prescriber should be aware that ths figures in the tables and tabulations cannot be used 1o predict the [ncidence of side
effects in the coursa of usual medical practico where patient characteristios end other factors differ from those thas prevailed in the
clinlcal studies, the cited ies canmol be campared with figures oblained fom ather clinica) mvestigations Involving
difTercnt treatments, uses, and investigators, The cited figures, however, do provide the prescribing clinlcian with same basis for
estimating the relalive conribulion of drug and non-drug factars 1o the side effect incidence rate in the population stdied,

Incidence (o Controlled Clinieal Studies

The following findings arc based on the shori-term, controifed studics including bipalar dopression and vzatment resistant
dcpuulon.

reatmen) — Oversil, 11.3% of the 72| paticnts i in the SVMB\’AX £roup

associated with the use of SYMBYAX (incidence ofu lenst 1% for SYMBYAX and greater than that for plscabo) using McdDRA
Dictionary coding were welght increased (2'%) tnd sedation (1%) versys plscebo paticats whick had 0% incidonce of weight increased
and sedatlon,

[V q itudias — The most commonly observed adverse events assecixtad
with the use ostMBYAX (mddcw asv. Ind '3 lust hrla om lw ph-dw inthe SYMBYAX@M!OHM datsbase) using

MedDRA Dictionary coding Were: disturbence in sttention, dry mauth, fstigue, d appetite, peripheral cdema,
sedation, somnolence, tremay, vision blurred and welght incressed. Advesss cveats reported in clinical wisls of n!mnpln:lﬂunuum
in are namuy with gent adversa svonts during or

3 ) pdiey— Table | snumerates the
unmwmmm dmu events nmchw vmb m m orSYMBYAX(-wdm nru least m for SYMBYAX aad twice or
more than for placebo). The SYMBY AX-controfled column Includes pnimu wlm various diognoses while the placebu colomn
Includes only paticnts with bipoler ion end major d ion with psy featurcs.

Tuble I: Troatment-Emergent Adverse Evouts:
Ineldence i Controlled Clinical Studies

System Qrgun Clngs Adversa Event | Perceatage of Patisats Reporting Event

SYMBYAX-Controlled Placsbo

(N=771) N~477)
Bya disordery Vision blured 3 2
G intestinal di Dry mouth 15 &
Flarulence 3 1
Abdominal distension 2 0
Qeneral disorders and Fatigue 12 2
adminiyvution site conditions Edems periphoral ) 0
Cdema 3 0
Asthenla 3 1
Pain 2 )
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o z 1
Slnusitia z T
Welght 23 3
Metabollsm snd nutition Increased sppetit 20 3

d
Musculoskoletal and Arthralgis 4 1
connective tissue disorders Pain in extremity 3 1
Musculaskeletal giffness 2 1
Nervous system disorders Somnoleacs 14 3
Tremor 9 3
Sedarion ) 4
i s 1
Disturbance in ateation © L 1
Lo 3 ]
Psychiatric disorders Restlessness 4 1
Thinking sbnormal 2 |
Nervousness 2z 1
Reproguctive system and Erectile dysfunction 2 1

breasr disords

Additioaal Pindings Observed ia Clinical Studles

Bffect on carding repolatization — The mean increase in QT interval for SYMBY A X-trested patients (4.4 mses) in clinfaal
studies was significantly gromsr than that for placebo-treated (-0.8 meec), olanzapine-trested (-0.3 msec) paticnls, and
fluoxetine-treated (1.7 msec) patients. There were no significant difTesences batwesn putients treaied with SYMBYAX, piesto,
of Ine in thie | of QT owtlicra (>500 maec).

P

earches and

—\n SYMBYAX clinical studies, (including treatmen resistant depression,

bipolas depression, major
p disorder with psychosis, or sexual SYMBYAX was iated with ly signi greater
fr for the foll gent findings in I analytes (normal af baseline 1 abnommal st ny time during

the tial) compared to placebo: clovated rendom blaad glucose levels o 2200 my/dL in pesicnts with lovels of <140 mg/dL at
baseline (2.9% vs. 0.3%); clevated random cholesterd) 2240 mg/dL in patieats with levels of <200 my/dL at baseline (9.7% vs. 1.9%);
clevated prolactin (27.6% vs. 9.8%); elevated urea nivogen (2.8% vs. 0.8%); clovated wrio scid (2.5% va. 0.3%); low albumin (2.7%
vs, 0.3%); fow bicarbonate (14,1% vs. 8.5%); low hemoglobin (2.6% vs. 0%): low incrganic phosphorus (1.9% vs. 0.3%); low
lymphocytes (1.9% vs. 0%); and low 1wl bilirubin (15.3% vs. 3.9%),

~ In olanzapine clinical studics among olanzapine-trested pslienls with randam wiglyceride lovels of <150 mg/dl xt
baselioe (N=659), 0.5% of patients experlenced iriglyosrids levels of 2500 mg/dL anylime during the wrials. [n these same mials,
olanzapine-treated patients (V=1 135) bad a mean increass of 20 mg/dl in twiglycerides from » mean baseline value of 175 mg/é‘{.

—In the pool of conuolled SYMBYAX studics in patients with bipolsr de 3

vates of the treatment-emergent adverze events libido, [ and s F“ﬁ“’.' ‘T;:n:us;:?;\x
g“v:lb “:"um n:lpu;eb; group. Ona m‘;‘uf ] d libido [ad to discontinuation in the SYMBYAX ‘gmup [ the conmrolled

es that contained a fluoxeting arm, the rateg of deoreased libldo and ebnormal latk
tha ratex in the fluaxetine group. None of the diff Wery statisti R NS

Sexunl dyefunction, ineluding prigpism, has been reparted with 1l SSRIs, While It Is diffieuh & i

Senual dysfunction ussoaiared with the use of §SRIs, physiciuns should routinely Inquire ¥bout such pn:s:::v;l'd‘:;:u'.s AR

igng ~- Tochy ly o, and have occurred in SYMBYAX i
¥ “treated
{100 Warnings and Precautlons (3, 10)]. The mesn standing pulse rute of SYMBY A X-troated patients was reduceq h;.;l.;":ﬂ.\lmm
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. Othar Evants Observed In Clinkor Studies
m\m.;unm(nmmmgmmvwmmmwmmmmmmu inctinieal wids, Thig
Tisting b not intended to include evema (V) aiready Visted in provious tables of elsowhere in fabsling, (2) for which 8 drug causz was
remote, (3) which were 5o genzral as 1o be uninformstive, (4) which wers not considered 10 have significant clinical implications, ar
(5) which ocourred a1 4 rete equal to or Jess than placebo.
Events e clasalfied by body system using tha following definfilons: frequent adversc events rra thoss oocurving jis at Jeast

17100 patlenss; infrequent adverse events aze those occurring In 1/100 to 1/1000 patients; and rare eventa are those sccurring in fower
than 1/1000 vnltms

Body a1 n wum _— anuml chills, mk rigidity, phammvlry mdlm
System — Freg vasodilaation; fnfreg QT+ ip

Dlnulu System — hmmn dlunhn Infrequent: yastritls, gastrocaterits, nauses md vomiting, peptic ulcer;
Rara: b jon, liver fatty deposit, pancrestitis. .

Hemic und Lymphstie aynm-rm/mr. ecohymasls; infrequern: anemle; Rare: lcukopenis, purpura.

and Frequam’ edema, weight Ioss; /nfraguent: giycosuria, obesity; Rore:

bilirubipemla, creatinine inerexsed, gout.

Musculoskelatal Systern — Rare: ostzopotosis

Nervous Systeem —anml. unusu. infreg amaxia, el rigidiny, dy
lebiliry, cuphorfn, Y y P disorder, Rore: dystonia, hypak!nsh. libido
increwsed, withdrawal syndrome.,

Resplratory System - /nfrequeni; opisiaxis, yawn; Rare: lsryngismus,

Skin sud Appendages — [nfrequent: ahpuh. ir‘/l!dt'. pruritis; Rare: exfoliative dermatitis.

Specinl Senves — Freq taste perversion; /nfreg abnormality ol sccommodation, dry tyes.

Uroganital System — Fraquent; bresst pain, mencrthigi e ¥, utinary i
Infrequani: nmenorhea', hmk Tactation', hypmewnhu' mmwvhqh' wrinwey retention, urinary urgency, urination impaired;
Rare: breast engorgmment',

| Adjusted for gender,
Oter Events Observed with O P th

The following sdversz nuns ‘Wero not ohsumd in SYMEYAx-nmd patients during premarketing clinical studies but
have been repered wilh | lplmic snemia, :Mlnlllr. Jaundice, dhba(n mu dyskinesia,

b mnmtomb, Jaundlce, rhabd serotonin sy
events (lumtn; pulmonery embolism and deep venious mamwn, violent behaviors, Random nwymm leveu of 21000 mg/dL
have been racely reported.

) 4 DRUG INTERACTIONS

‘The ritka of using S\'MaYAx in wmblnulnn with au- drugs have not been exeznsively evaluated in systematic studies.
The drug-drug of the indi e w SYM'OVAX As wlm all drogs, the potential for interacticn
by @ variety ol isms (e.g., dreg ac)iza Cuution is
advised if the concomitant u&nlmwu\m Of SYMBYAX and ethar CNS-nctive drugs ts required. In evaluating individual cases,
copsideration should be given 10 using lower initial doses of the concomiwmly administered drugs, uslng conservaive tivation
schedules, and meniloring ol clinical satus (see Clinical Pharmacolagy (12.3)).
7 Antibypertensive sgeats

Hecawse of the polumu for olanzapine o induce hypotension, SYMBYAX may enhance the effects of certain

ihy ive ngents [see i 85 and Pi tons (3. 10)).

72 AnH-Porkinsooing

The olanzapine component of SYMBYAX may waragonize the effects of levodops and depaming agouiss.
7.3 Bonzodinxeploey

Multiple doses of olanzapine did not influence the p of dixzzpam and Its active
- the inisiation of dia with ol iered the onthoatatic b ion observed
with olanzapine,
AR 3 & 2007
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y When concanvently sdministered with fluoxetie, the hdf ifo of dlmyum may be profonged in some petients face Climical

Ph logy (7.29, 12.3)]. Coadministration of has resulied in i 3 wprizojam plasma
and in further prych mmmmtduehmmdwm\m\wd:
74 Biperiden

Multiple doses of olanzapine did not influcnes the pharmecokineties of biperiden. 4
7.5 Carbamazepide
Carbamuzepine therapy (300 mg BID) causes an approximate 50% increasa ifs the clearmnge of olanzapine. This increase is
Hikely dus to the facz that carbamezepine 19 8 potent inducer of CYP1A2 activity. Higher daily doses of casbamazepine may caust 20
evan greater increase in olanzapine clerrance.
Putients on stable doses of carbamezeping !uvc daveloped ¢levased plasma anticonvuisant concentrations and clinical
if toxicity g inftiation of
7.6 Clozapine
Blevation of blood levels of clozapine hus been observed in paticnts recsiving conoomitant fiugxetine.,
1 CNS Acting Drugs
Given tho primary CNS effects of olanzapine, caution should be used when olanzapine iz taken in combinstion with other
cantrally acting drugs.
7.8 Electrocoavulstve therapy (ECT)
‘There are no clinical srudies establishing the benofit of the combined use of ECT and fluaxatine. Thare have been rars reparts

of prolanged seizures in patients on fluuxeting recelving ECT (see Ings and Pr (5.12)).
79 Ethanol
Ethanol (45 mg/70 kg single dose) did not have an effoct on olenzapine p i The i jon of ethanol with
SYMBYAX may potentiate cedation and onthosiatic hyporension,
700 Fluvoxamine
Fluyoxunine, 8 CYP1AZ inbibltor, the cle of ine. This rasults in & mean increase in olanzapine Cruy
of $4% in female kers and 77% In male smokers, The mean inorease in olanzapine

.\uc h 51'/- and JDB%, respectively. Lower dom af the olenzapine componeat of SYMBY AX should be considered in patients
with

1 lhlouridnl
Elevation of blood levels of halaperidol has been obsarved in puticats reeeiving concomitant fluoxetine.

T2 Ltklum

Multiple doses of alanzapine did not influence the phamacokineties of lthium.

There have been reports of beth Increased and doereasad lithium lovels when lithium was used concomitantly with fluoxerine.
Cascs of lithium toxicity and increased seratonergic effects have been reported. Lithium levels should ba monitored in patients taking
SYMBYAX concomiuntly with lithium.
713 Moooxmioe oxidare inhibltors

5YMBY AX should ot be used in corbination with sn MAQ), or within 8 mini of 14 days of diseentil therapy
with sn MAQI, There have been reports of sarious, i Tatal reverions b ig, rigidity, 1 i
Instabitity with posaible rapid Nuctustions of vits! signs, and mental status changes that ! include exbeme agitation progressing 1o
delirium Rnd coma) in palients recelying Ruoxetine in cambination with sn MAQI, nd in patients who have recently discontinved
l'lunxdmc and are then started on an MAO!. Some cases preiexiiad with festures Sinee

ine and its major nave very long inatlon helfllves, ot (east § wosks (perh;p; |anger, upnhlly i Muoxetine has

bean presesibod ehronically and/or ot higher dases [see Clinical Pharmacalogy (12.3)] should be allowed after swopping SYMBYAX
bafore starting aa MAQL, {See Conirafndications (1)),

714 Puenytoin
Pu\cnlv on sable doses ul‘pnmmln have daveloped slevated plasma levels of phenytain with clinical phenytoin toxisity
g Initiation of
T.15 rlundda

Concom)tant use of fluoxetine and plmozide Is contraindicated, Clinical swales of pimozide with other antidepressants
demonctraie an insresse in drug hwuunn or QT, prolongation, While a spacific study with pimozide and Nuoxetine xay not beer
canductad, the potentinl for drug | or QT WATINTS resuicting e use of pimozide and flusxeting,
ISee Conrraindications (4)].
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746 Serotonargie Drugy
Based on the mechanism of aztlon orsmsnxw\bupowm for sezolonin syndrome, cadtion is wdvised when
SYMBYAX is coadministered with other rugs that may sffect the serctonerglc naurotransmiltize systems, such as wiptans, Yinzzolid
(an antibiotic which is » reversible norselestive MAOY), lithium, traradol, or St John's Wort fsee Warnings and Precoutions (5.6)],
The concomitant use of SYMBYAX with other SSR1y, SNRIs or phan is not ded [sce Orup Ir 721)).
717 Thoophybige
Multiple doses of olanzapine did not affectihe pharmacokinetics of theophylline or its metabolites.
718 Thloridazine

Thioridazine should nat be sdministercd with SYMBYAX or administered within & minfmum of 5 weeks after
disoantinuation of SYMBYAX.

In s study of 19 bealthy male subjects, which inellided 6 slow and 13 rapid hydroxylators of d-bmaquln, 2 mglo 25-mg oul
dose of thiodazine produced & 2.4-fold higher c... nM # 4,5-fold higher AUC Tor thiorid in the slow hydroxy
with the rapid hydroxy “The rato of debri Lt lafelmd»eudealhlleulofmnbﬂwvmuwly ‘I'hus.
this sudy wu-udm drugs that inhibit cvmé such 23 certain S5RJs, Including fuoxetine, will produce elevated plasma levels of
thioridazine [aes Coniraindications (4)],

Thioridazine sdministration produces ¥ dose-rejated prolongation of the QT, interval, which is associated with serious
ventricular arvhythmias, such s torsades de pointes-ryps airhythmins and suddea death. This risk fs expected (o increase with
fluoxetina-induced inhibition of thieridazine metabolism [see Comraindications (4)].

719  Tricyclic aotidepresssurs (YCAs)

Single dozes of olanzapine did not affct the of it or lu active P

In two fluoxetine mdlr.s pu-vlunsly stable plasms levels of imipramine and Ine have i d >2- 10 10-fold when
fl fne has been ady Inatlon, This influence may persist for thres weeks or longer after (luoxetine is discontinued.
Thus, the dose of TCA may necd m be reduced and plasms TCA concentrations may need 10 be monitored tempararily when
SYMBYAX s condministerod or has been reoontly discontinued (see Drug Jateracrians (7.25) and Clinical Pharmacalogy (12.3)).
720 Triptans

There have been rare postmarketing reports of serotonin syndrome with yse of an SSRI and a triptan, If concomitant
vealment of SYMBYAX with » triptan s olinically warranted, careful observation of the patient is advised, particularly during
treaunent injtiation and dose increases free Warnings and Precautions (3.6)).

721 Tryplopbae ;

Five patients receiving in i with teyptop rianced sdverse rezctions, including agitation,

and gustrointestinal distress. itant use with Isnot d.

731 Valproste

n vitro studies using human liver mi d thay ine bas litle potential 1a inhibit the major metabolic
pan\way. uluwlonldnlvn. or valprosts, Further, valproate has lite effect on the merabolism of olenzapine in vitro. Thus, a linfcally

ion between and valproats is unlikely.

223 Warfuria

Warfarin (20-mg single dose) did not affect olaazapine phanmecokinetics. Single dasas of olanzapine did not affect the
pharmacokinetics of wiwlirin,

Altered antlcongulant effects, including increased blerding, have been reponied when flcoxeting is cosdministared with
warfwrin fsea Warnings ond Precautions (5.15)), Patients receiving warfurin therapy chould receive carefiul cosgulation monitoring
when SYMBYAX Is Initisted or stepped.

724 Drugy that lntertere with bemostasls (NSAIDs, aspirin, warfaric, ete.)

Serotonin release by platofets plays an imp rolein is. Epldeminlogicu] studies of the case-control and cohort

design thet have mmm an wiociation betwesn use of psychotopic 4mu Wiat intcrfere with serotonin reuptake aad te
ofupp Inal blezding have also shown that concurrent use of =a NSAID or arpifin potentiated the risk of

bleeding fsee anlw and Precautions (5.15)). Thus, patients should be cautioned about the use of such drugs concurrently with

SYMBYAX,

738 Dvagy metabolized by CYP2DS

[n Vitro studies utilizing Wuman liver microsomas suggest that olanzapine has little polential to Inhibit CYPID6. Thus,
ofanzapine is unlikely o cause clinically Important drug Intersctions mediated by this cazyme,
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in adminisared alono atthe high-doses (4 and § my/kg/day, Tespeciively, n mmc. buds mykyuy,mvdy.mm-sw
y the Tabb, tece was o evldence of eiry, bowever, the high-dos & o Tl weight and

rrarded akelewd ossification in conjunction With matemal toxichty, Sﬁndm\y, i fhe rat there wis no evidence of teratopeniciry;
wwever, s decrease in fetal weight was observed with the high-dose combintion,

ln-pn-md pommlnudy in rats, ine and 01 ine weie during

lactation in dase; 2 and 4 my/kg/d (l sad 0,5 Umea the MRHD on 8 mg/m® buh}.mpndvvbr,
hlgh-dou lmdlmwdly[zlnd 1 timalhnMNlDonnmer bauis), respectively, and alone: 4 and 8 mg/kg/dsy (2 and | timey
the MRHD on amp/m’ basis), respectively). Administrasion of the high-dose combination vewlud in amarked elevation in offspring
monality and growth retardation in comparison to the same doses of and My slone. Thess effects were
not observed with the low-doss combinttion; however, there waro » fow cases of testicular deg ien and strophy, depletion of
epididymal spesm and infertility in the male progeny. The effects of tha high-dosa combination on postnatal endplnts could noe be
wssessed due 1o high progeny mortality.

“There are no sdequate and well-controlled studies with SYMBYAX in pregnant women

SYMBYAX ehould be used during pregnency only If the potentind benefit justifies the potential risk 1o te fetus.

Olanzapine — lnmcodwhnmdluhnundmsuyw 13 mgy/kg/day and in rabbits at doyes up (0 30 mp/kg/dsy (9 2nd
10 times the MRHD on s mp/m’ basis, tespectively), no evidence of geniciry was observed. In & rat terstology study, warly

and Mmbm of le fetuses were observed at 8 dose of 18 mp/kg/day (5 times the MRHD on & mym
nsis), WhS p d 3t 10 mg/kg/dzy (3 timas the MRHD on & mg/m’ basis). In o cabbit teratology study, fela! toxicity
manifested as incroased resotptions and decreased fetal weight) occurred at a maremally toxic dase of 30 mg/kg/day (30 vimes the
VRHD on 8 mym’ basis).

Placenial transfor of alanzapine oceurs (n rat pups.

There are no adcquale and well-controlled clinical udies with olanzaping in pregnant wemen, Seven pregaancies were
sbserved during premarkesing clinics) studles with clanzaplne, including two resulting in normal births, one resulting In neonatal
leath due 1o u cardipvaseulnr defecy, threc therapeutie abortans, and one spontancous gbortion.

Fluoxetine — In embryo fetal davelopment studies in rats and rabbius, there was no evidence of tzmtogeniclty following
dminiswraton of up to 12,5 and 15 mg/kg/duy, respectively (1.5 ond 3.6 times the MRHD on a mg/m’ basis, respectively) tronghout
reganogenesis. However, in rat reproduction srudies, an increase in stiflbom pups, a decrease in pup weight, and an increase in pup
feaths during the frst 7 days postpsrrum oceurred (ollowing matemal exposure 10 12 mg/g/dsy (1.5 imes the MRHD on 3 mg/m’
asls) mdu gestatian or 7 5 myugldly (0.9 times the MRHD on a mg/m” basis) during gestation and iactalion. There was no
wvidence of d inthe g ofSpring of rats wreated with 12 mg/kp/day during gestation. The no-effect
lose for rat pnpmomlky was 5 mg/kg/day (oﬁdummwum on a mg/m® basis).

Treotment of Pregnont Women During ik Third Trimestsr — Neonates wd ] ﬂmu!nc. a componznt of
NBYARSYMBYAX, end other SSRIS of SNRIs, lm- in the third timester b requiring prolong
(o3pitalization, respirmory support, and tube feeding. Sueh ean arise i upen delivery. Reported clinical
lndlnp have Included respiratory disuess, cyanosi, spaea, ulntu. temperature instability, rmﬂng difficelty, vamiting,

flexla, tremor, jineri irritability, and contzant erying. These featurcs are consistent
ku -hhu o direct toxio eﬂ'wl ofSSll: md SNRls or, puuwly adrug discontinuation syadrome. 1t should be noted that, in some
ases, the clinica) plcture is with {1e8 C. (4) and Drug Inieractions (7.16)]. When
watiing pregnunt women with fluoxetine during the third tHmester, the physician should carefully onsider the potential risks mnd
enefits of ueatment. The physioinn may conslder tapering flucxerine in the third rimester.

2 Laboraod Delivery

SYMBYAX — The effect of SYMBYAX on labor and delivery in humens is uhknown. Parnurition In rats was not affected
y SYMBYAX, SYMBYAX should be wsed during labor snd dellvery only if the potential bencfit jusufics the patential risk.

Olanzaploe — The effect of alanzapine on labor and delivery in humans |s unknown, Partwrition in rats was not affected by
lanzapine,

Fluoxetine — The eifcet of fluoxctine on labor and delivery in humans is unknown, Fluoxeting crosses the placenta;
terefare, there {3 A panibilisy that Auoxeline may have sdverse effocta on the pewbom,
a Nurslog Mothers

SYMBYAX — Thars are no adequate and woll-controlled etudies with SYMBYAX in nusing mothers or infaats. Studies
aluating the individual components of SYMBYAX (olanzaping and fluoxctine) in nursing mothers are decerided below, It is not
10wn Whether SYMBYAX iy excreted in humen milk and because of the potential for serious adverse reactions In nursing infants
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1 SYMBY AX. & decision should ba e whaihz o diseoatinge nusing ot discofrinue e Grug, 8KINg (D TARAIA iy
portance of e dnig 10 the mether, 1t is recommended that women not breast-fecd when receiving SYMBYAX.

Oluuzapins ~ In 8 study in lectating, healthy wamen, olanzapine was excretad in breost milk. Mean infant dose at seady
s was esfimated 16 be 1.8% of the matemal olanzapine dosa. Itis that women recelving pine should ot
reast-feed,

Rluoxetine — Fluoxeting I3 excrelod in humen breast milk, fn one beeast milk sumple, the concentration of fluaxatine plus
orfluoxeting wis 70.4 ng/mL. The concentration in the mother's plasma was 295,0 ng/mL. No adverse eects on the infant weie
eported, In another easc, wn infunt nursed by 2 mothor on Joped crying, sloep vomifing. and watery s100ls,
e infant’s plasma drug Jevels were 340 ng/ml. of fi and 208 ng/mL. of onthe Ind duy of feeding.

1.4 Pedintric Use

SYMBYAX — Snfety und cfTectivenoss in the pediatric population have not been established [see Box Warning ond
Varnings ond Pracavtions (5,3)]. Anyene considering the use of SYMHBYAX In a child ar sdolescent must balance the poreatlal risks
vith the clinlea) necd,

- Significant toxiolty, incl yaroxicity, lang-tenm haviorn! and ive toxiclty, and impaired
one dwulopmnm hu been obsarved followi g exposure of ju animas to ine. Some of l)me eflecws oecurred at
linically relevant exposures.

In a study in which flsoxetine (3, 10, or 30 mg/kg) way orally sdministee=d 10 young rals from weaning (Posthatal Day 21)
hrough aduithood (Day 90), mala and femals sexual develapment was delayed at all doses, and growth (body Weight galn. femur
ength) was desrensed during the dosing period in animala recaiving the higheat dose, At the eod of the treatment period, serum levels
f creatine kintse (marker of muselc damoge) were increascd ot the intermediate and high doses, and abnorms| muscle and
eproductive organ histopathology (skeleral muscie degenertion and necrosis, testicular dog: and nesrosis, cpldld,
scuolation and hypospermla) was observed ut the hlgh dose, When animals were evaluated aller o recovery period (Up 10 11 weeks
\ner { o!douo;), renctlvity at all dases and lcaming deficit at th high dese) and
P d mating ut al) doses and jmpalred fertility a2 the high dase) were seen: in addition,
:s!h:ulv and epldidymal mit i leslons and sperm were found in memyx doss group, indicating tha
ho reproductive mln effecty seen a1 the end of' were § ible. The il of fl induccd muscle dumage
vas 0! misessed, Adverse effects similar (o those obacrvod in rats reated with fluoxetine during the juvenilc period have not been
eported sfier sdministration of Auexeting o adult animals, Plasma expusures (AUC) to fluoxetine in juveniic rats reciving the low,
ntermediate, and high dou In this nudy were approximately 0,1-0.2, 1-2, and $-10 Umes, respeciively, the avarage exposure in
edinwrie patients recoivi ded dose (MRD) of 20 mg/day, Ret exposurss 10 the major matabolite,
orfluoxetine, were -ppmxjmu!y 0,3-0.8, 1.8, and 3-20 timey, respectively, padiavic exposure 3t the MRD.

A specific effeet of (luoxetine on bane devalopment has been reported in mico eated with fluoxstine during the juvenile
orlod. When mice were ireated with fluoxcting (S or 20 mg/kg, inraperitoncal) for 4 weeks s1arting at § weeks of =ge, bone
ocmatlan wis reduced resulting in decreased bons mineral content and density. These doses did not affect overall growth (body
velght goin o femoral length). The doses administered to Juvenile mica in this study wre approximataly 0.5 and 2 times the MRD for
<distric patients 60 a body surface area (my/m’) basis.

It another mouse study, al ine (10 mg/xg i i §) during early postnatal development
Pustnotal Days 4 to 21} produced fonal behavis y behavior in elevated plus-maze, increascd
hock avoidance latency) in adulthood (12 weeks of age). The dose used [n this study is approximuicly equsl 1 the pediatrio MRD on

mg/r’ basls. Becouse of the carly dosing perled In this study, the significance of these findings to the spproved pedintric use in
wumans is uncertain.
S Gerlatric Use

SYMBYAX =~ Clinical studies of §YMBYAX did not (nclude sufficient nwabers of panr.nc 2(! years of age to determine
hether they respand differently from younger patients. Other reported clinical exp has nat id in
atwoen the elderly and younges pnhnn In genaral, dose uuulon for an elderly pasient should bo cautious, usvally starting at the
sw end of the dosing rangs, refl tha grester hepatic, rentl, or cardiac function, and of concornitant
isease or other drug therapy (1ee Dasage MAMML"MII” {1))[

Qlanzaptac — OF the 2500 patients in premarketing elinleal studies with olumpmo. 113 (263 patients) were 265 yews of

pe. I patlents with sehizophrenia, there was no indication of any differons 8pinG in the tiderly compared with
sunger patients. Studies In patients with & la.velated pryshosis have mn lhm may be a different tolerability profile
\ this pnpuhdon oompnrd writh younger paticats with ia. In plasely studles of in eldetly patients
ith ,_ , there was a signifi higher incidence of adverse events (¢.g., Stoke, transient
chemic aack) n patients \mu:d with olanzapine compared to patients treated with placebo. Olanzaping is not epproved for the
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‘ronsment of patienta with dementia-ielsted psychosis, 1{tha prescriber eleats to et elderly patienla with demantiatelalad pURNRNE,
viglancs should be exercid [1o¢ Bo¢ Warning, Warnings and Pracautions (5.19) avd Dosage ond Admmmn 0..2]
As with other CNS-active ¢rugs, olanzaplne snould be used witn caution in cidorly gaticats , OC
of faztors that might decrease phwmacokineuc olearance or increase the pharmesedynamic response @ nlmwlm should Jead 1o
_consideration of s lower santing dose for any gerinwic pulent.
Fluoxetine — US fluoxetine clinical studies (10,782 pationts) ineluded 687 patieats 265 years of sge and 33 paticnts
275 years of age. No ovesl| differences in safety or 8ffestiventss were observed between these subjects and younger subjects, and
athor reported clinjes] experience has not identified differences in responses between the elderly and younger patfents, bul greater
senitivity of some older Individuals cannot be ruled out. A with other SSRIs, fiuoxeting has been associated with cases of clinically
asignificant hyponatremia in elderly patients.

9 DRUG ABUSE AND DEFENDENCE
93 Deprudruce

EYMBYAX, az with fluoxetine and ine, has not been sy studied in humens for It potential for sbuse,
tolerance, or physical dopendence. While the c{(niul studies did not mnl any tendoncy for any drug-secking behavior, these
observaions wers not systematic, and it is not possible to predict on the basis of this limited experience the extent 10 which o
CNS-netive drug will be misused, diveried, sand/or abusad onca marketed. Conuqneuly physicians should carefully evaluatz patieats
for hlmny of drug sbuse ad follow such patients clogely, observing them for signs of misuse or abuse of SYMBYAX
(e.g., develop of 1ol ion of dose, drug-seeking behavios),

In studies In rats and rhesus monkeys designed (o assess sbuse and dependence potential, olanzapine alons was shown lo
have acute depressive ONS effects but litle or no potential of sbuse or physical dependence 3t oral doses up 1o 15 (rar) and
8 (monkey) times the MRHD (20 mg) on 2 mg/m’ besis,

10 OVERDOSAGE

SYMBYAX ~ During premwketlng clinioa studisa of the ol ine/fl i i overdose of both fisoxetine
and olanzapine were reparted in five sudy subjects, Four of the five mb}cﬂ: experienced loss of cansciousness (3) or coma (1). No
fatalitles occurred.

Adversc events | g overdoso of Ine and olanzapina in lon, and SYMBYAX, hisve been reponed
spontancously to Eli Lilly and Company, An overdose of wmm therapy Is defined as confirmed or suspected ingestion of a dose
ol >20 mg olanzapine [n combination with & doﬂ vf>l0 mg Nuoxetine. Adverse events fated with these repons included

), impatred (coms), lmpdm!wolo;k ﬁmeﬂnn (asaxia, confusion, convulsions, dysasthria),
uvhymvdu, lethargy, mmllll tremor, agitation, scutz psychosis, Iy and Fatalities have been
by exposure © inaluding alcohol, thi ine, oxycodone, and p
Olou-pln = In postmarketing reports of overdose with olanzapine slone, symptoms have been -epmcd in the majority of
cases, [n symp patlents, symp with 210% inci {ncluded agitation/aggressiveness, dy ycardie, verious
extrapyramidal symptoms, snd wmad level of consciousness ranging from stdlien 1o coms, Ameng I35 commenly repared
were the dicolly serigus events: aspleall y avest, cardise anrhythmies (such x5
luptmnvkulu unhywdil as \mll a5 wlonl vl\n expet knoed sinus pluu with :pommeous resumption of normal rny\hm).
delirium, possible and hy
Bl Lilly snd Company has received reports of fatality in axsaciation with overdose of chnuplne alone. In | case ermm. the amount
of ncutely ingesied olanzapine was reported (0 be possidly as low as 450 mg; however, in aaother case, 3 patient was reportad 1o
survive Lok asuto olanzapine ngastion of 1500 mg.
Worldwid 1o fluexetine is d ta be over 38 million patients (circa 1999). OF the 1578 cases
of overdose lnvolving Nuoxetine, nlonn or whth other drugs, reported from this pspulation, there were 195 deaths,

Among 633 aduli patients who overdased on llunmbm slone, 34 mului ine tml oulcome, 378 eompk\eiy recovered, and
13 patienty expericnced lq\nlu after wverdoss, weluding abaoamal gL confi
Vorugo, tramor, clevated blood pressure, impotence, mavement disorder, and hypomasis. The
remaining zoo paticnts had an unknown outzome. The most commen signs end symploms associated with non-fata) overdose were
seizures, somnolence, nausea, tachycerdia, and vomiting. The largest known Ingestion of flyoaztine in adult patients was 8 grams in s
parlent who 100k Nuaxetine alone and who subsequently resovered. However, [n an adult patient wha took Quoxetine alone, &0
ingestion as low a3 320 mg hay been associated with letha) outcome, but causality has not been estabilshed.

Among pediatric patients (3ges 3 months 1 17 years), there were {6 eases of overdose Involving fluctetine 2one o in
combinetion with ather drugs. Six patients died. 127 paticats , | patient exp: renal failure, and 22 patients
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ﬂn o ks oucame, 0o of the 6 faalities wes 3 9-yer-old boy who had ihﬂw of OCD, Todrens" Smmm
wenion defie\t Alsorder, and fidal sleohol syndfome. He hd been receiving 100 mp of fluoxcting daily for 6 months in addition o

clonidine, mesrylphenidate, and promelhuzine, Mixed-drug ingestion of other methods of suicide complicated sl § overdases in
children tha resulied in faualities. The largest ingestion in pedistrie patients was 3 grame, which was non-lethial.

Other imponant sdverse svend reporsd with Nuoxesing ovawe (single or multiple drugs) included coms. delirium, ECG
nbnomwla (soch as QT-intzrval gation and yeardis, including tomades do pointes-type amrhythmias).

maniz, ic mal di fike evenla, pyrexia, stupor, and syncope.
1 U.l Mansgemeat of Overdose

In menaging overdose, the possibility of multiple drug involvement should be considered. In case of scute overdose, establish
and maintain an aitway and ensure sdequate venulation, which may Include i ofemesis Is not ded as the
posuibility of obtundation, seizures, or dystanic reactions of the head and neck following overasse may create 8 risk for wpiration.
Gmle Isvege (after lnlublﬂon. IF patient is uncanizious) and rdministration of activaicd charcos! wacum with al lnnnvg mw!d be

itoring should diately and should includs conti grap
10 detect possivle srrhythmins.

A specific preesution Involves patlents who are taking or have reezntly aken SYMBYAX and may have ingesied exconsive
quantles of a TCA (tricyclic in such cases, ion of the parent TCA xnd/or un active metabollte may increase
the possibiliry of serious sequelas lml exiend the time ncedzed for lose medica) observation,

Due 10 the large volums of of ol ine and M ine, forced diuresis, dialysis, hemopeefusicn, and exchangs
transfusion are unlikely ta be of benafit No specifie -nruoh for either nunmhe of clanzapine overdose is kaown. Hypotension 2d
clrculatary coUnw- should be treated with sppropriate measures such as i fuids and/or homil apanw. Do not
ute pamine, or other thomimetics with -agonist activity, since bew stimulation may worsea hyp ion in the
Ietting arolmnplne -Induced 3lph Mwlndc

should consider 3 poison control center for edditional infe ion on the ofany overdose.
‘reluphone nnmhnﬂ for centified poisan control centers are listed in the Phyticians " Desk Reference (POR).

1n DESCRIPTION

SYMBYAX® ine and 11 HC! expsules) comblnes 2 psychotropio ageats, ol (the active ings in
Zyproxo®, and Zyprexs  Zydis®) and (the eetive | in mu:'. vanc Weekly™, and Samfem®).
Olanzapine belongs to te sthienobenzodiazepine class. 'nu chemical desi| is 2-methyl-4-(4-methyl-1-plperasiny!

104+thiena[2.3+6) [} 5]benzodiazepine. The molecular formula ix CjyHygN.S, which corresponds (u [ mo!amlu -nﬂﬂ o13]2.44.
Fluaxetine hydrechloride (s 2 solm-v serolonin reuptake Inhibigor (SSR1). The ehemical deslgnation i3 (%)-N-methy-3-

phenyl-d+{(a,a.a-irifluoro-p-tolyliexylpropyl Y The molesolar formula is CjyHgF;NO*HCI, which correspands 1o
& moleoular weight of 385.79,

The chemica) souetures are:

H S CHy CF,
P
N
CHy HC!

Olanzspine flucxeting hydrochloride

Olanzagine is a yellow crystallina solid, which i prectically insoludle in water,
Fluoxeting hydrochioride ia a while 1o off-white crystaliine solid with & solubility of 14 mg/mL in water.
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= Each capsule 8150 containg mp\uhmmmmmw,mmm auryl awifate, sdible black
ink, red lron oxide, yellow tron oxide, andfor biack iron oxide. "

12 CLINICAL PHARMACOLOGY
121 Murchaniam of Action

mwm-mmhmhnerSMYAthmmumm that the sctivstion of 3 g
neural systema 2 ponsible for its enhanced antidep: offect, This is by
onimal studies tn which the ol i has besm shown (o produce jstic inereases in i and

1¢least in the prefrontal cortex compaad with ejther component alone, as well a3 increases in serofonia.
122 Phurmacodynsmics
Olanzapine is & psychorroplc agent with high affinity binding to tre folfowlng receptors: serotonin SHTwzc (Ki=4 and
u WM, respectively), dopamine Dy (K,=11 1o 31 nM), muszatinle My (Ki#1.9 10 25 M), histaming H; (K =7 nM), and sdrencrgic
{K=19 aM). pinz binds weakly 10 GABA,, BZD, snd ll-ldmaﬂcmwlnn (K>10 uM). Fluoxetine is en
Inmblwc(du serotonin transporter and is 3 weak inhibitor of the
Antagonism at receplors oﬂ\u !.'un aopumlnn and SHT whh slmlla uemor affinities may exuhm some of the other

therapeutic and side cffects Mg receptors may explain its anticholinergic
effects, The wngonllm of histamine H; reuptm by ohnnyb-n may uphln IM somaolence observed with this drug, The
5 receptors by may expliin the observed with this drug. Fluoxetine bas
|t hw lﬂlnlly for \-adrenesgis and Ky recap!

2.3 nwuwuun
SYMBYAX — rl\mﬂhc (mlnuum &5 a 60-mg single doge or 60 g daily for 8 days) caused » smull incresse in the

mean of (16%) g 3 S-mg dose, an ingreass (n the mean area under the curve (17%) and 2
small decrease in mean apparent clearance of olxnzaping (16%). In sncther study, 3 simitar deercase In apparent clearance of
olanzapine of 14% was absarved following olanzapine doses of 6 or 12 mg with concomitani fluoxetine doses of 25 mg or more. The
decrease In clearance reflects an Increase in bluvdllbllily The terminal half-life is not sffected, #nd therefore the time ta reach
steady state should not be altered. The overall sicady-sule plasma of ol and fluoxetine when given ss the
combinatian in the therapeutic dose ranges were comparable with those typically atuined w)d\ each of the monotherapics. The small
chanpe in olwnzapine clesrance, obsarvad in both atudies, likely reflects the inhibition of v minor pathway for via
C‘IPIDG by fuoxetine, a polent CYP2DS6 inhibitor, and was not dezmed clintcally signi Therefore, the ph inetics of the

\divi 15 expected to the overall p of the

Absarpiion nnd Bioavailnbility

SYMBYAX — Fol lowlng 0 single oral 12«mg/s0-mg dose of SYMBYAX, peak plasma concentrations of olanzapine and
fl Ine oceur at wp| ly @ and 6 bours, Ively. The effect of food oa the absorption and bloawailability of SYMBYAX
has not been Th lablifry of ol given os Zyprexa, and the bicavailability of fluoxetine given a1 Prozas were
not ffected by food. It s unlikely that there would be & significant food effect on lh: bioavailability of SYMBYAX.

Olenzapine — Olanzapine is well absorbed md reaches peak 6 hours following an oral dose.
Food daes not affect Uie rase or exvent of i on when iping 15 given & Zypreaa. It is climinated m:mmly by
first puse metsbolism, with approximatcly 40% of the dosz metabolized before reaching the systemic circulation.

Fluosatine — Following a single oral 40-mg dose, peak plasma concentrations of flucxcting from 15 0 S5 ng/ml wre
observed after 6 to B hours, Food does not appear 1o affest the sysiemic bioavallability of Auoxctine given as Prozac, aithough it may
dalsy ity absorption by | 10 2 hours, which Iy probably net elinleally significant.

Distributive

SYMBYAX — The (n vitro binding 1o human plasma proteias of the olanzapine/fluoxetine combinetion (s simliar to the
binding of the individual wmmmu

ine (s the body, with 8§ volume of disgibution of spproximacly
1000 L, Itis 91% hound lu p!wnl proteins over the concentrmtion nn‘« of 710 1100 ag/mL, binding primarily 1o albumin and a,-5cid

glysoprotein.

= Qver the ion renge from 200 19 1000 ng/mL. approximataly $4.5% of Auoxctine is bound in vitro 1o
human serum protelns, g sldumin and a; The ion between My ine and other bighly protein-bound
drugs has not been fully evalusicd /yew Drug Inieroctions (7.29)).
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Metabotize and Elimioation

SYMBYAX — SYMBY AX therapy yislded steady-state conceatralion of norfluoxetine similas 1o thate seen with:
fuoxeline in the therapauic dose range.

Olasuapige — O displays linear inetics over ihe olinical dosing range. Its half-lifa ranges from 21

54 hours (St to 950 persentile; mean o[ 30 hr), and aparsent plasma clearance ranges from 12 to 47 L/hr (Sth (o 95th pereentile;
mean o025 /), Administratlon of ofanzapine once dally cads to stesdy-state concantrations in nbowt | week that are spprogimazely
twies the conzentrations afler single doscs. Plasma concentrallons, half-life, and clearance of olsnzapine mmay vary berwean
Individuals on the basis of smoking status, gendsr, and age (see Dosage ond Adminisiratlen (2 3) and Clinical Pharmazology (12.4)).

nnm;uwcwdmnr"c-\-wummm.momumef lanzaping was d in the rine &5
drug, indi that ine is highly imate} SmdeO%cfmedmewum:dlnmmudfm.
respectively, In the plesma, olanzapine aceounted for mﬂy 12% of the AUC for total uﬂ!ouﬂvily indicating significant exposisz 10
mcubolim:.Annmlhpl-dmm-mjm ling were the 10-N- present at steady sute at 44% of the

of olanzapine, and 4'-N-di P mnnnadyxunusl%orlummmmofohmpm.
balivzs lack pcal activity atthe observed.

Direct glueuronidation and CYPAS0-mediated oxidation are the primary motabolia pathuays for slanzapine. In vityo snidies
suggest thet CYP1 A2, CYP2D6, end the flevin-containing monooxygenase system are involved in olanzapine oxidation.
CYP2D6-medisted oxidation appears to be 8 minor metabolic pathway in vivo, becsuse the clearance of olanzapine is nat reduced in
subjects who arc doficient in this enzyme.

Fluoxetine — Fluoxeting is a racomic mixiure (S0/50) of A and 51 1 In animal mndel-. toth
enantiomers are specific and poient in uptake inhibitors with gio ectivity. The &
enantiomes is climineted m slowly and is the predominant enantiomes present in pmm a1 steady sum
Ine is bolized in the liver to (G only ified octive b vis the CYP2D6

: pmwty. A number of unidenuficd metabolites exist.
In wnimel mow:, s-nwouunlnn is A porent and selestive inhibtor of serotonin uptake and hes actlviry essentially
ivalent to R- or ing s significantly less potent than the pasent drug in the inhidition of serotonin uptake.

'n-u primary route of elimination sppears 1 be tepatic metabolism 1o inactive metabolites excreted by the kidney,
Climica| Issues Rolated to Metabolisrm and Elimination

The complexity of the metab of has several that may jially 8{Yect the clinical use of
SYMBYAX.

« Variability In metabolion — A sabset (about 7%) of the population hus reduced sctivity of the drug meudslizing enzyme
CYP2D$. Such individuals are referved loas “poor metabolizers” of dmy sush a3 dm.wquin. dexromethorphan. and the ticyelic
“antidepressants (TCAs). In o study | g labaled and unlabeled asa nwm, mm Mvntu-u
metabolized §-fluoxetine at & slower rate and thus achleved higher of S-fluoxes of
S-norﬂuomlm ot steady staie were lower. The meiabolism of R-fluoxetine in these poor metabel qppnu normal. When

with normal the tots! sum ot steady state of the plesma concantrations of the 4 cnantiomers was not
uznmwmy grenter AMONg Poot Thus, the net ph dynwmic activities were essentially the same. Altemative
nonsaeable pathways (non-CYPZD6) also ibute to the bolism of N This explains how Muoxctine achieves 3
d rather i ing without limit,

Y

Hecause the metabollsm of fluoxetine, like that of a number of other compounds including TCAs end other selective
serotonin sntidepressants, involves the CYP2D6 system, concomitant therapy with drugs also metabolized by this enzyme system
(such as the TCA3) may lead 10 drug imerastions (see Orvg nieracnians (7.19 and 7.35)).

Accumwlotion and slow elimination — The relatively slow elimi of i ndr fife of 1 10 3 doys aBer
aoute administration and 4 10 6 days after chroalc sdminisuation) and its setive metaboli fluoxetine (elim nelf-life of 4 to
16 days after acute and chronie i ), leads to signifi ion of these active species in chwonic use and deleyed

ottainment of'steady state, cven whon 8 fixed dosa is used. After 30 doys of dosing &1 40 mg/day, plasma conceotrations of flusxstine
In the range of 91 1w 302 ng/ml. end nerfluoxeting in the renge of 72 to 258 ng/ml Mvn been observed. Plasma conceirations of
fuoxetine wera highet than those predictsd by single-dose studies, because the of fi ine is n0! proporti 10 dote.
However, norfluovetine appears o have linear pharmacokinetics. It mean serminal half-life afler 3 single dose was 8.6 days and aftzr
multiple dosing was 9.3 days. Swady-sute levels lnn prolanged dasing are similar 10 fevels seen st 4 10 § weeks,

The long half-lives of and ine gssure thay, even whan da:-ng i$ S19pped, active arug
substance will persist in the body for waaks i patient ch previous dosing regimen, and
Tength of previous therapy at discontinuation). ‘ms isof wunual g when drug di : IS required or when drugs
Ave preseribed that might interact with iy ing the di inuation of M i
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124 Specisl Popuiations

Gerlatyie — Based on the individual kinctic profiles of ol nd (uoxetine. the sharmacoki of
SYMBYAX may be altered in geriatric patients. Caution should be used [n dosing the elderly, especially if there arc factors mat
might additively influcace drug ism and/or ph sensitivity.

In 8 8tudy involving 24 healthy subjects, themean limination hatf-life of was 3bott 1.5 times gremer in elderly
subjects (>65 years of age) than in non-clderly subjects (85 years of age).

The disposition of single dosea of Muoxsting in healthy elderly subjects (>65 youra of $3¢6) did not differ significantly from
that in younger narms) subjects, However, given the lang half-life and nonfinear disposition of the drug, 1 single-dose study is not
udequate 1o rule out the possibility of aitered pharmacokinetics in the elderly, pasticularly ifthey heve systemic iliness or are receiving
multiple druga for concomitant discases, The effects of age upun the tism of have been ; In 260 elderly
but otherwise healthy depressed patients (260 years of age) who reczived 20 mg ine for 6 weeks. Combined fiv plas
norfluoxetin plasme concentrations were 209.3 + 85.7 ng/ml, ut the end of 6 weeks. No unusual age-associated panem of advensz
ovents was observed in those siderly patienu,

Repal Tmpal ~The p inetics of SYMBYAX has not been studied in patients with renal impairment.
Howaver, alanzapine and ine individual ph kinelics do not differ significantly in patients with renal impafrment.
SYMBYAX dosing based upon renal impy is not coutinely required,
Because olanzapine is highly metsbolized before exeretlon and only 7% of the drug is exereted unchanged, renal dysfunction
alone is unlikety © have s mejor impact on the gh Kinetics of ine, The p i 3 of ol i
were similas in patients with severe renal impairment and normal subjeets, indicating that dosage sdjustment based upon the dapree of
rens! impalrment is not required. In addition, olanzxpine is nok removed by dialysis, The effect of rens| Impairment on olanzapine
metabolite elimination hus not been sudied.
In depressed patients on dlalysls (N=12), fluoxetine adminlstersd 25 20 mg once daily for 2 months produced steady-siare
W brfiexsst

plasma with those seen in patients with nonmal renal fustction. While e
possibility exlsts that renally excreted ites of fl ine msy late (o higher levels {n patiems with severe rens)
dysfunction, use of s lower or less frequent dase is not routinely necessary in repally impaired patients.

Hepatic Imp — Based on the individy inttle profiles of pine and e

pharmacokinetios af SYMBYAX may bo aitered in paticnts with hepalic impairment. The lowest starting dose showld bo sonsidered
far patients with hepstis impairment [ree Wornings and Precautlans (5,19) end Dosoge and Adminicrration (2.3)).

Although the presence of hepatic Impaimment may be expected (o 1educe the clearanza of olaraaping, a sudy of the effect of
impaired liver function in subjects (N=6) with clinically sipnificant clrrhosis (Chiilds-Pugh Classificarion A and B) revealed linle
effect on the pharmacokinetics of olauapine, R

As might be pradicted from its pr‘hnry‘:ilc of mataboliam, liver impalrment can affect the elimination of Nuoxetine. The

haif-life of was prefonged in a study of clrhotic patients, with 2 mean of 7.6 days compared with the range of
210 3 doyy seen In subjects without liver disease; norflucxstine climination was slso dolayed, with a mean dueation of 12 days for
cirthotic patients compared with the range of 7 10 9 days in normal subjests.

Gender — Clearunce of olanzapine is spproaimately 30% lower in women than In men. Thare were, ho pasent
differences between men wnd women in effectivencas or sdverse effects. Dosaga modificstions based on gender ::::l:.n':: n::d:d.

Smoking Statuy — Olanzxp is about 40% higher In smokers than i
PRt o L i ig! e than in nonsmakers, although dosage

Race — No SYMBYAX ph study was oond 10 investigate the affects of racs. Results fro: ! i
eross-study comprrison between datn cbialned n Jepan and data obtained in the US SUZYCSt Mat exposure to aw}nzmt‘;ﬁ
2+fold greater in the Japanese when lent doses are admi d. Ol ine clinical study safaty and officacy dats, however,

0
did not suggest clinically significant differences mmong Caucasian patlents, parients of African descent catcg:
Including Asian and Hispanic patients. Dosage modificstions for race, thersfdee, are noy routinaly nq:n::d e reid 3
C Efects — The combined effects of age, smoking, and gender could lead 1o substantial pharmacokinetic

iffen in The of in young smoking males, for exan i
h iple, may b ) times ki, th i
elderly nonsmoking Remales. SYMBYAX. dosing medification mey be necessary In patients who cxhibit a wmbif::on :;’:u‘: thet
iy result i alower of the fsee Dasage and Administration 2.3).

n NONCLINICAL TOXICOLOGY
131 Carcisog of Ferviltty
No carcinogenicity, i i i
o gen :'mmm“:.'.qm' or fentility studics were conducted with SYMBYAX. The following data are based on findings in

Al
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Carcioogenetls -
Orel snies were cond ‘hmwvummdﬁm»mL

Thweek sudies at doses of 3, 10, 1nd 30/20 mg/kg/dsy [=quivalent (5.0.8 (0 S times the y
::I:.(Mk)ib)w & mg/m? basis] w1é 0.25, 2, and B mp/kg/day (equivalcnt 10 0.06 1 2 times the MRKD on @ mg/m’ basis). Rats were
dosed for 2 yours st doses of 0.25, 1, 2.5, and & mg/kg/day (meles) and 0.25, |, 4, and 8 myll_g/&y (femsles) (tl!!llvum w00lw2
2 0.1 10 4 times the MRHD on a mg/m” basis, resp ly). The of liver g nd g was
significantly Increased in ore mouse sudy in females dosed at 8 mg/kg/duy (2 times (he MRHD on & mg/m’ basia). qum
were nol inereased in another moose study in females dosed at 10 ar 30/20 mg/kg/day (2 to 5 times the MRRD on a mg/m’ basis); in
this study, thera was s high incidence of early moralities in males of the 30/20 mg/kg/day group. The ingidence of mammery glwnd

4 and 1 wes significantly in in female mice dosed al 22 mg/kg/day and in (emale rats desed ar
28 mg/kp/day (0.5 &nd 2 times b MRHD on a mp/m’ basis, respectively), Antipsychotic drugs have been thown o chuoaically
elevate profactin levels in rodents. Serum prolactin levels were nos during the p genicity studies; however,
messuicments during subchronic toxicity studies showed that clanzapine olevated serum prolactin Jevels up w0 4-fold in rats 1 the
same doses used in the eareinogenicity stady. A increase in mammary gland neoplasma has been found in rodents afer chronle
dmini of other antipsychotic drugs and ls 10 be profactin-medisted. The rel for human risk of the (inding of
prolactin-mediated endocrine tumors In redents is unknown fsoc Warning and Precoufions (3.20)).

bl ine — The dietary administration of 1 150 ’nd mice for two years ot doses of up fo 10 and 12 mg/kg/day,
respectively (sppraximately 1,2 and 0.7 times, respecsively, the MRHD on a mg/m” basis), produced no evidence of carcinogenicity.

Mutagenesh

Olanaspine — No evidence of mutagenic potentisl for oltnzapine was found in the Ames roverse mutation test, in vivo
mioronucleus tost in mice, the etvomosomal sberration test in Chinese hamater ovary cells, unscheduled DNA synthesis tase in rat
hepatocytes, induction of forward muttion test in mous lymphoma cells, of in vivo sister chromatid exchange (25t in bone mavow of
Chinese hamsters.

Fluoxetioe — Fluoxetine and norfluoxetine have been showa to hava no penotork effests based on the following assyys:
bacter(a) muration assny, DNA repair assay in cultured rat hepatocytes, mewse lymphoma xasy, and in vive sister chuamanid exchange
assuy n Chineze hrmater bone marrow cells,

(mprlrment of Fertiiity

SYMBYAX ~ Fenllity studies were not condusted with SYMBY AX. However, I a repent-dose rat toxicology study of
threo months duratlon, ovary weight was deereased in fomales traated with the low-dase [2 3nd & mykg/day (1 and 0.5 times the
MRHD on s mg/m” basis), respectively] and high-dose [4 and § m/Kg/day (2 and 1 times the MRKD on & mg/m? basis), respeatively]

binations of and N Decreased ovary woight, kad corpora Jutesl depletion and uterine atrophy were obsarved
to » greater extent In the (emales receiving the high-dos= combination than in females recciving either olanzapine or flvoxetine alons.
In 3 3-manth repeat-dose dog 1oxicology sivdy, reduced epididyimal sperm and reducad testicular and Prostate weights were observed
with the high-dose ination of pine and fl (5 and S mg/k (9 and 2 times the MRHD on a mg/m? basls),

ivoly] and with ol ine alone (5 day or 9 times ths MRHD on 8 mg/m? basis),

Olsozapioe — 1n a fentiljty 2nd reproductive performance study in raty, male mating performance, but not fertility, was
impu':d-v » dose of 22.4 mp/kg/day and female fertility was decreased bt a dose of 3 mg/kg/day (11 and 1.5 times the MRHD on »
mg/m’ basis, resp ly). D of olanzop roveacd the effects on male-mating performance. in female rats,
tha p:m'oiul period was increased and the mating index reduced ot § mg/kp/day (2.5 times the MRAD on s mg/m® basis). Diems.
::gﬂ'zk;m fwm w3 delayed ot 1.1 mg/ka/day (0.6 times the MRHD on & mg/m? basis); therefare, olaxzapine may produce

Flaoxetine — Two fertility studies conducted in sdult rats &t doses of vp 19 7.5 end 12.5
;:43;"“ e MRHD on & mg/m’ basis) indicated that fluoxetine had no sdverse fmu. an r-m'th;";z:y (ﬁ:.;:e,:;rl::':i::a:a

1s CLINICAL STUDIES
141 Bipolar Depression

The efficacy ol SYMBYAX for the of ive cpisodes iated with biol i

polar disord

2 u;ngo.uy designed, l‘\vuk, randomizad, double-blind, cantrolled shudies of paticrms who mcli Diun;::::n:';a“ﬂ:?;hmu
dth .dq;iia: :?\’:;-ow) :M":;')h fodr Bipolar | Dumd;.d P'Tm utllizing fiexidle dosing of SYMBYAX (8723, 6/50, or 12/50 mg/day),
olanzapin mj ) and placebo. These 23 included patients 218 (n=788) ithou e .
sympioms and with or withaut a repid cycling course. T S RSN R L1220 b or et perchede
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g Dep 4
imary uunmemmotmmdksvnwwuﬁ_mw'dmwmwh‘mm_ tota) score. studies,
E'Ymv:\xwmunwmrwnamlymmlmmm pine and placebo in ofthe MADRS toal
eors, The meaicofdesds oot bolov-Tabie3)

ed D 0it0 < o mo daty pged (0 payess eRcy,
The efficscy of SYMBYAX in trestment resistant was demonstrated with data from $-) clinical studies (p=579)
(Foblo3). Doses evaluated in these studies ranged from ¢5-H-20mg for olanzapine and 25205040 mg for fluoxetine.

T idonsiosdiy-dosig: B-week' double-blind 164 Srudyies£SHody—t-and-53-w wasere conducted [0
evaluate tie officacy of SYMBYAX in patlents (i = 300) who met DSM-1V criteria for major depresstve disorder and 4id not respond
(0 2 antidepressants of adequais dosa and duraricn in their cument episododNo6BS), Patieats who were not responding to an
antidepressant In their curreat episods cntered an 8-week open-labe) inc kead-in; were randomized (1:1:1) to
recelve SYMBYAX, olanzapine, or fluoxeting, and were traated for B weeks, SYMBYAX was fNexibly dosed between 6/50 mg.
12750 mg, and 18/50 mg. Resulls from onoGtudy-+-of tase-3-susiesthls study yislded stetistically significant greter
reduction (<8634} in mean 1otal MADRS scores from baseline to endpolnt for SYMBYAX -8} versus fluaxetine (5.8)and
olanzapine =4, A second stug [ N ien pop 1), whsn englyzed with ¢! i

rlmacy

lon {n=;

Qnatrgted hwigtica f s zductlos RS soores for § BYAX s
/A Whird §1Udyr3- emitari-Gesrned-chrd 23 O OEE 3 Surlonineat
" iy 28

Andgr olanzepia: = , When analyzed losehvd-somaln 3
subpopulation of depressed paticnts (=25 1) who it i Ator wore hgd not respending
£espeaded to 2 antidepressants of sdequate dose and durationcboth- dwing-in the currct opisods).
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16 HOW SUPPLIED/STORAGE AND HANDLING
SYMBYAX capsules are supplied in 3/25-, 6/25-, 6/50-, 1225+, and 12/50-mg (mg equivalent olanzapine/mg equi
fluoxetine") strengths.
SYMBYAX CAPSULE STRENGTH
3 mg/25 my 6 mg/25 mg 0 mg/50 mg 12mgRSmg | 12 mg/50 mg
Grlor Poach Mustard Yellow | Mustard Yellow | Red & Light | Red & Light
&lightYelow | &UghtYellow | & Light Grey Yellow Grey
CapanteNo. | py3gg PU3231 PU3233 PUI2E2 PU3234
Idsntifteation |y, 3530 Lilly 3231 Lily 3233 Lilly 3232 Uitly 3234
ans €ns /50 12728 12/50
NDC Codes
Botics 30 0002-3230-30 | 0002.323{-30 [ 0002-3233-30 | 0002-3232-30 | 0002.3234-30
Newa 160 00023231-02 [ 0002-3233-02 | 0002-3232.02 | 0602-3234-02
Bonles 1000
0002-3231-04 | 0002.3233.04 | 0002-3232-04 | 0002-3234-04
Bllsters ID*100 0002323133 | 0002323333 | 0002-3202-33 | 0002.3234.33
* Flugactine base equival
* IDENTI-DOSE®, Unit Don Medication, Liliy,
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Store w1 28°C (779F); excuraions perminad 10 1$-30°C ($5-86°F) (s2e USP Controlled Room Temperahore].

Keep tightly closed and pretezt from molsture.

17 PATIENT COUNSELING INFORMATION

7.0 laformation for Patiexts
. {bers or other health i should Inforrn patients, their familics, and their caregivers abous 1he benefits and
risks nssociated with treatment with SYMBYAX and should countel them i Jts inie use. A patient ion Guide About
Using Antidepressants in Children and Teenagess Is available for SYMBYAX, The pmgﬁw or health pmmunl should m
patients, thelr families, mnd thelr caregivers o (oad the Medication Gulde and should ausist them [n understunding Is contents, Patienls
should be glven (he opparmunity 1 discuss the contents of the Medioarion Guide and to obtan answers (o 3y questions they may
have. The complete text of the Medicatian Guide is reprinted at the ead of this documant.

Paticats should bo adviscd of the following fssuzs end asked to alert their pressriber if these occur while taking SYMBYAX.

Patients should be cautioned about the concomitant use of SYMBYAX and NSAIDs, asplrin, or other dnugs that affect

Istion since the use of pic drugs that Interfare with serotonin reuptake and these ngents has beon associarcd
with an increased risk of bleeding [se¢ Warnings and Precoutions (5.15)).
Patlents should be advised b avold slcohol while taking SYMBYAX.
As with sny CNS-aetive drug, SYMBYAX has the porarial 1o impair judgment, thinking, or motor skills. Petients should be
loned sbous ing mashinery, including automobiles, until they are reasonably cortain thar SYMBYAX therapy
does not offect them adversely.

Patlents shovld be advised ta inform their physician if they are teking Prozac®, Prozac Weekly™, Sarafem®, fluoxetine,
Zyprexa®, or Zypraxa 2ydis®. Paiens should be sdvized w Inform their physicians If they as< taking or plan to take any presiption
or th drugs, herbal supp since there is 2 potential for intzvactions, Patients should also be advised to
(nform their physielms if they plan ta dissorainue any medications they are taking while aking SYMBYAX. as stopping a medicstion
muey also Impact the overal] blood level of SYMBYAX.

Prtients should be advised regurding opproprins case In avolding overnearing and dchydration.

Patients, {f taking SYMBYAX, should be advised not io beesst-feed,

Patlents should be advised of the risk of onthestatic hypotension, especially during the period of initial dose titration and in
wssociation with the use of drugs that may p the ic offect ol ine, ¢.8., dizzepam ot alcohal
(see Wernings und Precoutions (5.10) and Drug Interactions (7)].

Patients should be advised to notily thelr physician Il they become pregnent of Intend ta beeome pregnant durlng
SYMBYAX therapy.

Patients should be sdvised to notify their physiclan if they develop a rash of hives whils taking SYMBYAX.

Patients ¢hould be advised to take SYMBYAX exactly a3 prescelbed, and 1o continue taking SYMBYAX as prescribed even
after their meod symptoms Improve, Patients should be adviscd that they should nat alter thelr dusing regimen, or stop taking
SYMBYAX, withou! consulting thelr phiysician.

Patient information is printed at the end of thiy insest., Physicians shou!ld discuss this information with their panents and
insruct them 10 read the Medication Gulde before starting thecapy with SYMBYAX and esch time their prescription iz refifled,

172 Clinleol Wordening ond Sulelde Risk

Patients, their families, and their oaregivers thould be encow tobs i i
atacks, insomnia, | s Hoslly, pirett pulsiviry b U omespes dl e, Mhaton. poe
unusunl changes in behavior, worsening of depression, and suleidal idestion, lally carly during antidepy and
whea the dose is adjusted up or down, Families and caregivers of patients should de sdvied to obysrve for the emcrgeace of such
symploms on a day-to-day basis, since changes may be abrupt. Such symptoms should be reponed to the patisnt's prescriber or health
S:fumnabl; npu:a::ydlmcy u; severe, n::m?( In odtaet, or were nat part of the patient's presenating symptoms, Symproms such as

e associal an v suleidal thinki i indi
posslh"lﬁhm;u R modluﬂeum‘ sk for suleidal thiniing and behavior 2nd indicate 3 need for very close monitaring snd
17.3  Serorooin Syndrome
:;rty:::}::::!.: ::l:md about the rixk of seratonin syndrome with the concomitant use of SYMBYAX and triptans, camadel or
174 FDA Approved Madication Gulde
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= Medlcation Guide 5
About Using Antidepressants in Children and Teensgers
an t?

What fs the most Important Information | should know if my child ks being p
Pateats of guardians need 1o think 1bout 4 imporant things when their child is prescribed an aatldepressant;

1. There is a risk of auicidal thooghts or actions

2. How 0 try 16 prevent suicidal thoughts or actiens In your child

3. You should watch for ceruin signs if your child is taking an entidepressant

4, There are benefiis and risks when using antidepressants
1. Thern i= a Risk of Sulcldal Thoughts or Actions-
Childten and teanagars sometimes think sbout suiide, and many report trylng (o kill themselves,

i ts and actions can also be

e S S B
trying 10 kill yoursellia called suicidality or being Sulctdal,

A lwrge srudy combined the results of 24 different sudics of children and teenagers with depresslon or ather illness<s. In thess srudies,
patients took either o placebo (sugas pill) or an antidepresaant for 110 4 months, No oae commited sulcide In thase studlas, bu some
petients bezame suicidal, On suges pills, 2 out of every 100 becams svicidal. On the antidepresazny, 4 out of tvery 100 prtients
became suicidal.

For some chitdren snd tcensgers, the risks of suicida ections may be eopechally high. Theac include paients with

Blpolar llincss (sometimes called munic-depressive jlinass)
* A family history of bipolsr illness
* A perzonal of family history of attempting avicide
(fany of these are present, make sure you tell your health cass provider before your child tkes an antidepressant.

2. How to Try to Prevent Sulcldal Thoughts and Actions

To try ta prevent suleldal thoughts and actiony in your child, pay close attention to chages In her or his meods or sctions, especlally if
the changes ocewr suddenly. Other Imporant psople in your child's life can help by paying enention as well (e.g., your child, brothers
nd wlsters, teachers, and other Imporant people). The changes to look out for ace listed in Section 3, on what 1o watch for.

Whenever an antidepressant is started or its dose is changed, pay close atteation 1 your ehild,
Aﬂwmluumﬂwmmm%cmwmhhwmmm Geve provider

*+  Onee w woek for the first 4 weeks
v Bvery 2 weeks for the next 4 woeks
= ARer king the antidepressant for 12 weeks
+ After 12 weeks, follaw your heelth care pravider's sdvice about how oftea 1o come back
* More often if problems or questions arlse (see Seetion 3)
You should call your ehild's hewth care provider between visits ifneoded.
3. You Shouks Walch for Certaln Signs If Your Ghild ts Taking an Antideprescant
Contacs your child's health care provider right away if your child exhibiss ey of the following signs for the first time, or if'they seem

Worse, of wory you, your child, of your child's teazher:
MAR ¥ & 2007

G. Brophy
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* Thoughls sbout suicide or dyirg

+  Atiempts 0 commit suicide

« New or worse depression

New or Woryg BAitty

Feeling very agilated or restless

+  Panic antacks

Difficulty stexping (insomais)

New or worse Irritabifity

Adting sggressive, being angry, or vielent
*  Adting on dangerous impulses

»  An extreme increase in activity and tlking
+  Other unusunl changes In behavior or mood

Never let your child stop taking & antidepressant without first 1alking to his or her haslth case provider. Stopping an wntidepressant
suddenly ean eause other symploms.

-

.

4. Tharo are Banafits and Fisks Whon Uaing Antidepressants

Anllﬁpuuum are uged (o treat dnnuha and other [lmesses, Depression and ot ilinesses can Jead o suicide, In som= children

with sn increases sulcidal tinking or actions. It is imporeant to discuss all the risks of lresting
dqmnlnn and alsa the risks of hot weating It. You and your child shoutd discuss all reatment chalces with your health care provider,
nol Just the use of antldepressants.

Other side effects can oscur with amidepressants (see section below).
OF all (e antidopreasants, only fuoxetine (Prozac®) has bean FDA spproved to treat pediatvio depression.

For obsossive compulsive disorder in children and lunls;n. FDA has approved only fluoxetine (Prozac®), serimline (Zeloft®),
fi and clomipramine (. ™

‘Your health care provider may suggest other antic: based on the past ienss of your child ar other family members,

15 this all | noed to know IF my child is baing prescribad an antidepresssnt?

No This is a waming aboul tha risk for suicidality, Other sido effects can coeur with antldepressants. Be sure W ask your health care
provider to explain all the side offects of the panticular drug he of she is preseribing, Also ask about drugs 10 avoid when taking an
antidepressant. Ask your health care provider or phurmacist where to find moro Information.

Prozac® is o registered trademark of Eli Lilly and Company.

Zolon® I3 a registered of Pfizer Ph
Anafrwnil® is o rogi of Ine.
This Modjcotion Guikso hos boon spproved by the US Foad and Ong for alt
Rt only
Literature revised September 8, 2008
Ell Lilly and Company
Indlaniapolts, IN 45285
Wwww. SYMBYAX.com
BNL 5412 AMP
Comien © 20 3006 PRINTED IN USA
AR ¢ O 2007
G. Brophy
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www.lilly.com ‘%

) Liy Corporate Center
Indianapolis, Indiana 46285
USA.
Phone 317 276 2000 e
October 5, 2007 3 ){Z’__’_ 7
} qosars

Re: Safety data on Zyprexa® (olanzapine) and Symbyax® (olanzapine and
fluoxetine HCI capsules) — Hyperglycemia, Weight Gain, and
Hyperlipidemia

Dear Health Care Professional,

Eli Lilly and Company would like to inform you 6f important information being added
to the Zyprexa® [olanzapine) and Symbyax® (olanzapine and fluoxetine HCU] (abels.
These labeling updates include new WARNINGS for Weight Gain and Hyperlipidemia
and updated information in the WARNING for Hyperglycemia. These changes reflect
results of recently completed pooled analyses of clinical trials in adults and
adolescents as well as information from two published large studies of atypical
antipsychotics, CATIE' and CAFE®.

The new labeling language is detailed below. Monitoring of glucose, weight, and
lipids Is recommended during olanzapine and olanzapine/fluoxetine combination
treatment. Guidelines published by the American Diabetes Association (ADA}
following the consensus development conterence’ provide recommendations for the
monitoring of blood glucose, weight, and Lipid levels in those treated with atypical
antipsycholics, Other highlights of the updated labeling include:

Abnormal or borderline glucose levels at baseline are an important risk factor for
further glucose increase.

While relative risk estimates are inconsistent, the association between atypical
antipsychotics and increases in glucose levels appears to fall on a continuum and
olanzapine appears to have a greater association than some other atypical
antipsychotics, g

Significantly greater mean increases in total cholesterol, LDL cholesterol, and
triglycerides were observed in Zyprexa-treated patients compared with placebo-
treated patients both with and without evidence of dyslipidemia at baseline.

Labeling provides information on magnitude and distribution of weight gain over a
two year period in Zyprexa-treated patients.
Labeling also provides information on glucose, weight gain, and lipids from studies

of Zyprexa for adolescent patients. Please note that Zyprexa and Symbyax are not
approved currently for use in children and adolescents aged less than 18 years old.

Answers That Matter.
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Eli Litly and Company 1 ins ¢ itted to providing you with the most current
product information avaitable for the g t of your patients and we will
continue our ongoing research and analyses in these areas.

Please refer to the full prescribing information for Zyprexa and Symbyax included
with this letter.

Should you have any questions of would like additional information regarding this
important safety information, ptease contact the Lilly medical department at 1-800-
Lilly-Rx or your Eli Lilly and Company sales representative.

The Medical Community can further our understanding of adverse events by reporting
all cases Lo the Agency via the MedWatch program by phone at 1-800-FDA-1088, by
fax at 1-800-FDA-0178, via the MedWalch website al www.{da.gov/medwatch or

by mail:

MEDWATCH

Food and Drug Administration
5515 Security Lane

Suite 5100, HFD-001
Rockville, MD 20852

Sincerely,

s

Tim Garnett, M.D.
Vice President,
Global Patient Safety
Eli Lilly and Company
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The following are the updated Hyperglycemia WARNINGS and the new
Hyperlipidemia and Weight WARNINGS included in the Zyprexa label.

WARNINGS:

Zyprexa: g
The following is updated language in the WARNINGS section of the Zyprexa
package insert, and will be reflected in other materials.

Hyperglycemia — Hyperglycemia, in some cases extreme and associated with
ketoacidosis or hyperosmolar coma or death, has been reported in patients treated
with atypical antipsychotics including olanzapine. Assessment of the relationship
between atypical antipsychotic use and glucose abnormalities is complicated by the
possibility of an increased background risk of diabetes mellitus in patients with
schizophrenia and the increasing incidence of diabetes mellitus in the general
population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events is not completely
understood. However, epidemiological studies suggest an increased risk of
treatment-emergent hyperglycemia-related adverse events in patients treated with
the atypical antipsychotics. While relative risk estimates are inconsistent, the
association between atypical antipsychotics and increases in glucose levels appears
to fall on a continuum and olanzapine appears to have a greater association than
some other atypical antipsychotics.

Mean increases in blood glucose have becn observed in patients treated (median

exposure of 9.2 months) with olanzapine in phase I of the Clinical Antipsychotic
Trials of Intervention Effectiveness (CATIE). The mean increase of serum glucose
(fasting and nonfasting samples) from baseline to the average of the two highest

serum concentrations was 15.0 mg/dl

Olanzapine Monotherapy in Adults — In an analysis of 5 placebo-controlled adult
olanzapine monotherapy studies with treatment duration up to 12 weeks,
olanzapine was associated with a greater mean change in fasting glucose levels
compared to placebo (2.76 mg/dL versus 0.17 mg/dL). The difference in mean
changes between olanzapine and placebo was greater in patients with evidence of
glucose dysregulation at baseline (patients diagnosed with diabetes mellitus or
related adversc events, patients treated with antidiabetic agents, patients with a
baseline random glucose level 2200 mg/dL, and/or a baseline fasting glucose level
2126 mg/dL). These patients had a statistically significantly greater mean increase
in HbA,, compared to placcbo. In patients with baseline normal fasting glucose
levels (<100 mg/dL), 2.2% (N= 543) of those treated with olanzapine were found to
have high glucose levels (2126 mg/dL) during olanzapine treatment versus 3.4%
(N= 293) of those treated with placebo. In patients with baseline borderline fasting
glucose levels (2100 mg/dL and <126 mg/dL), 17.4% (N=178) of those treated with
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olanzapine were found to have high glucose levels (2126 mg/dL) during olanzapine
treatment versus 11.5% (N=96) of those treated with placebo.

Ol ine Monotherapy in Adolescents — The safety and efficacy of olanzapine
have not been established in patients under the age of 18 years. In an analysis of
3 placebo-controlled olanzapine monotherapy studies of adolescent patients,
including those with schizophrenia (6 weeks) o bipolar disorder (manic or mixed
episodes) (3 weeks), olanzapine was associated with a statistically significantly
greater mean change in fasting glucose levels compared to placebo (2.68 mg/dL
versus -2.59 mg/dL). In patients with baseline normal fasting glucose levels

(<100 mg/dL), zero out of 124 (0%) of those treated with olanzapine were found to
have high glucose levels (2126 mg/dL) during olanzapine treatment versus 1 out of
53 (1.9%) of those treated with placebo. In patients with baseline borderline fasting
glucose levels (2100 mg/dL and <126 mg/dL), 2 out of 14 (14.3%) of those treated
with olanzapine were found to have high glucose levels (2126 mg/dL) during
olanzapine treatment versus zero out of 13 (0%) of those treated with placebo.

Physicians should consider the risks and benefits when prescribing olanzapine to
patients with an established diagnosis of diab mellitus or having borderline
increased blood glucose level (fasting 100-126 mg/dL, non-fasting 140-200 mg/dL).
Pati taking ol pine should be monitored regularly for worsening of glucose
control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history
of diabetes) who are starting treatment with atypical antipsychotics should
undergo fasting blood glucose testing at the beginning of treatment and
periodically during treatment. Any patient treated with atypical antipsychotics
should be monitored for symptoms of hyperglycemia including polydipsia,
polyuria, polyphagia, and weakness. Patients who develop symptoms of
hyperglycemia during treatment with atypical antipsychotics should undergo
fasting blood glucose testing. In some cases, hyperglycemia has resolved when the
atypical antipsychotic was discontinued; however, some patients required
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

Ilyperlipidemia — Undesirable alterations in lipids have been observed with
olanzapine use, Clinical monitoring, including baseline and follow-up lipid
evaluations in patients using olanzapine, is advised.

Significant, and sometimes very high (>500 mg/dL), elevations in triglyceride levels
have been observed with olanzapine use. Modest mean increases in total
cholesterol have also been seen with olanzapine use.

Olanzapine Monotherapy in Adults — In an analysis of 5 placebo-controlled
olanzapine monotherapy studies with treatment duration up to 12 weeks,
olanzapine-treated patients had statistically significant increases from baseline in
mean fasting total cholesterol, LDL cholesterol, and triglycerides of 5.3 mg/dL,
3.0 mg/dL, and 20.8 mg/dL respectively compared to decreases from baseline in
mean fasting total cholesterol, LDL cholesterol, and triglycerides of 6.1 mg/dL,
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4.3 mg/dL, and 107 mg/dL for placebo-treated patients. For fasting I{DL cholesterol,
no statistically significant differences were observed b lanzapi d
patients and placebo-treated patients. Mean increases in fasting lipid values (total
cholesterol, LDL cholesterol, and triglycerides) were greater in patients without
evidence of lipid dysregulation at baseline, where lipid dysregulation was defined
as patients diagnosed with dyslipidemia or related adverse events, patients treated
with lipid lowering agents, or patients with high baseline lipid levels. Table 1
shows categorical changes in fasting lipid values.

:iv
'
i
!

Sl Ned Ol

‘Table 1. Changes in Fasting Lipids Values from Adult P ! pi
Monotherapy Studies with Treatment Duration up to 12 Weeks

Laboratory Analyte | Category Change from Baseline | Treatment Arm | N_| Patients

Increase by 250 mg/dL Olanzapine 745 | 396%" |
Placebo 402 | 261%
Fasting Normal to High Olanzapi 457 | 92%* -
Triglycerides (<150 mg/dL to 2200 mg/dL) Placebo 251 ) 44%
Borderline to High Olanzapine 135 | 39.3%"
(2150 mg/dL and <200 mg/dL to 2200 mg/dL) Placebo 65 | 200%
Increase by 240 mg/dL Ol p 745 | 21.6%*
% Placebo 402 | 95%
Fasting Normal to High Olanzapine 392 2.8%
Total Cholesterol (<200 mg/dL to 2240 mg/dL) Placebo 207 | 24%
Borderline to High Olanzapi 222 | 23.0%"
(2200 mg/dL. and <240 mg/dL to. 2240 mg/dL) Placebo 11z | 125%
Increase by 230 mg/dL. Oluhz—a;ine 536 | 23.9%"
Placebo 304 | 141%
Fasting Normal to High Ol pi 154 o%
LDL Cholesterol (<100 mg/dL to 2160 mg/dL) Placebo 82 | 12%
Borderline to High Olanzapine 302 | 106%
(2100 mg/dL and <160 mg/dL to 2160 mg/dL) Placebo 173 | 8a%
* Statistically significant compared to placebo. 7
In phase 1 of the Clinical Antipsychotic Trials of Intervention Effectiveness -

(CATIE), overa median exposure of 9.2 months, the mean increase in triglycerides
in patients taking olanzapine was 40.5 mg/dL. In phase 1 of CATIE, the mean
increase in total cholesterol was 9.4 mg/dL.

Olanzapine Monotherapy in Adol ~— The safety and efficacy of ol i
have not been established in patients under the age oyf 18 years. l);l ano a:z;glsn(?f
3 placebo-controlled olanzapine monotherapy studies of adolescent patients
including those with schizophrenia (6 weeks) or bipolar disorder (manic or ;nixed
episodes) (3 weeks), for fasting HDL cholesterol, no statistically significant
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differences were observed between olanzapine-treated patients and placebo-treated
patients. Table 2 shows categorical changes in fasting lipid values in adolescent

patients.
Table 2. Changes in Fasting Lipids Values from Adol Placebo-C lled Olanzapi
Monotherapy Studies
l.a;i)ornorv/ Analyte | Category Change from Baseline [ Treatment Arm [ N [ Patiemts
Increase by 250 mg/dL Olanzapine 138 | 37.0%*
Placebo 66 | 152%
Fasting Normal to High 0Ol pi 67 | 269%
Triglycerides (<90 mg/dI. to >130 mg/dL) Placeho 28 | 107%
Borderline to High Olanzapine 37 | 595%
(200 mg/dL. and 2130 mg/dL to >130 mg/dL) Placebo 17 | 353%
Increase by >40 mg/dL Olanzapine 138 | 14.5%" .
8 Placebo 66 4.5%
Fasting Normal to High 3 Olanzapine 87 6.9%
Total Cholesterol (<170 mg/dL to 2200 mg/dL) Placebo 43 2.3%
Borderline to High Olanzapine 36 | 389%"
(2170 mg/dL and <200 mg/dL to 2200 mg/dL) Placebo 13 7.7%
Increase by 230 mg/dL Olanzapine 137 | 17.5%
Placebo 63 | 111%
. Fasting Normal to High Olanzapine 98 5.1%
LDL Cholesterol (<110 mg/dL to 2130 mg/dL)  ° Placebo 44 4.5%
Borderline to High Olanzapine 29 | 483%
(2110 mg/dL and <130 mg/dL to 2130 mg/dL) Placebo 9 o%
¥ lly signifi pared 10 placebo.

Weight Gain — Potential consequences of weight gain should be considered prior
to starting olanzapine. Patients receiving olanzapine should receive regular
monitoring of weight.

Olanzapine Monotherapy in Adults — In an analysis of 1 3 placebo-controlled
olanzapine monotherapy studies, olanzapine-treated patients gained an average of
2.6 kg, which was statistically significantly different compared to an average 0.3 kg
weight loss in placebo-treated patients with a median exposure of 6 weeks; 22.2%
of olanzapine-treated patients gained at least 7% of their baseline weight, which
was statistically significantly different compared to 3% of placebo-treated patients,
with a median exposure of 8 weeks; 4.2% of olanzapine-treated patients gained at
least 15% of their baseline weight, which was statistically significantly different
compared to 0.3% of placebo-treated patients, with a median exposure of 12 weeks.
Clinically significant weight gain was observed across ail baseline Body Mass
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Index (BMI) categories. Discontinuation due to weight gain ocenrred in 6.2% of
olanzapine-treated patients and in zero placebo-treated patients.

i -term continuation therapy with olanzapine (238 median days of
5:;;:5:;?‘;& of olanzapine patien{]symet thfa criterion fov:' having gained greater
than 7% of their baseline weight. Average weight gain during long term therapy
was 5.4 kg. .

Table 3 includes data on weight gain with olanzapine pooled from 68 clinical trials.
The data in each column represent data for those patients who completed
treatment periods of the durations specified.

Table 3. Weight Gain with Olanzapine Use

Amount Gained 6 Weeks 6 Months 12 Months 24 Mounths
kg (Ib) (N=2976) (N=1536) (N=778) (N=422)
(%) (%) (%) (%)
<0 27 21 20 22
05 (011 1b) 57 34 25 22
510 (11:22 Ib) 15 26 25 22 =
1015 (22-33 Ib) 2 1z 16 18
15 (>33 Ib) ° W6 14 16
Olanzapine Monotherapy in Adol — The safety and efficacy of olanzapine
have not been established in patients under the age of 18 years. In an analysis of
4 placeb lled ol i

pine monotherapy studies of adolescent patients (ages
13 10 17 years), including those with schizophrenia (6 weeks) or bipolar disorder
(manic or mixed episodes) (3 weeks), ol pi ted patients gained an average
of 4.6 kg, which was statistically significantly different compared to an average of
0.3 kg in placebo-treated patients, with a median exposure of 3 weeks; 40.6% of
olanzapine-treated patients gained at least 7% of their baseline body weight, which
was statistically significantly different compared to 9.8% of placebo-treated
patients, with a median exposure of 4 weeks; 7.1% of olanzapine-treated patients
gained at least 15% of their baseline weight, compared to 2.7% of placebo-treated
patients, with a median exp of 19 weeks. Clinically significant weight gain
was observed across all baseline Body Mass Index (BM1) categories, but mean
changes in weight were greater in adolescents with BMI categories above normal at
baseline. Discontinuation due to weight gain occurred in 1% of olanzapine-treated
patients, compared to zero placebo-treated patients.

During long-term continuation therapy with olanzapine, 65% of olanzapine-treated
patients met the criterion for having gained greater than 7% of their baseline
weight. Average weight gain during long-term therapy was 7.4 kg.
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Information for Patients:

Hyperglycemia — Patients should be advised of the potential risk of
hyperglycemia-related adverse events. Patients should be monitored regularly for
worsening of glucose control.

Weight Gain — Patients should be counseled that olanzapine is associated with
weight gain. Patients should have their weight monitored regularly.
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The following are the updated Hyperglycemia WARNINGS and the new
Hyperlipidemia and Weight WARNINGS included in the Symbyax label.

WARNINGS:

Symbyax: : :
The following is updated language in the WARNINGS section of the Symbyax
package insert, and will be reflected in other materials.

Hyperglycemia — Hyperglycemia, in some cases extreme and associated with

etoacidosis or hyp lar coma or death, has been reported in patients treated
with atypical antipsychotics, including olanzapine alone, as well as olanzapine
taken concomitantly with fluoxetine. Assessment of the relationship between
atypical antipsychotic use and glucose abnormalities is complicated by the
possibility of an increased background risk of diabetes mellitus in patients with
schizophrenia and the increasing incidence of diat mellitus in the general
population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events is not completely
understood, However, epidemiological studies suggest an increased risk of
treatment-emergent hyperglycemia-related adverse events in patients treated with
the atypical antipsychotics. While relative risk estimates are inconsistent, the
association between atypical antipsychotics and increases in glucose levels appears
to fall on a continuum and olanzapine appears to have a greater association than
some other atypical antipsychotics.

Mean increases in blood glucose have been observed in patients treated (median

posure of 9.2 hs) with ol pine in phase I of the Clinical Antipsychotic
Trials of Intervention Effectiveness (CATIE). The mean increase of serum glucose
(fasting and nonfasting samples) from baseline to the average of the two highest
serum concentrations was 15.0 mg/dL.

In an analysis of 7 controlled clinical studies, 2 of which were placebo-contiolled,
with treatment duration up to 12 weeks, SYMBYAX was associated with a
statistically significantly greater mean change in random glucose compared to
placebo (8.65 mg/dL versus -3.86 mg/dL). In patients with baseline normal random
glucose levels (<140 mg/dL), 2.3% of those treated with SYMBYAX were found to
have high glucose levels (2200 mg/dl) during SYMBYAX treatment and were
statistically significantly different compared to 0.3% of those treated with placebo.
In patients with baseline borderline random glucose levels (2140 mg/dL and <200
mg/dL), 34.1% ol those treated with SYMBYAX were found to have high glucose
levels (200 mg/dL) during SYMBYAX treatment and were statistically significantly
different compared to 3.6% of those treated with placebo. The difference in mean
changes between SYMBYAX and placebo was greater in patients with evidence of
glucose dysregulation at baseline (including those patients diagnosed with diabetes
mellitus or related adverse events, patients treated with anti-diabetic agents,
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patients with a baseline random glucose level 2200 mg/dL, or a baseline fasting
glucose level 2126 mg/dL). These patients had a greater mean increase in HbA,.

Controlled fasting glucose data is limited for SYMBYAX; however, in an ana'!ysis of
5 placebo-controlled olanzapine monotherapy studies with treatment durac.:mn up
10 12 weeks, olanzapine was associated with a greater mean change in fasting
glucose levels compared to placebo (2.76 mg/dL vs 0.17 mg/dL). -

Olanzapine Monotherapy in Adolescents — The satety and efficacy of olanzapine
and olanzapine and fluoxetine in combination have not been established in
patients under the age of 18 years. In an analysis of 3 placebo-controlled
olanzapine monotherapy studies of adolescent patients, including those with
schizophrenia (6 weeks) or bipolar disorder (manic or mixed episodes) (3 weeks),
olanzapine was associated with a statistically significantly greater mean change in
fasting glucose levels compared to placebo (2.68 mg/dL versus -2.59 mg/dL). [n
patients with baseline normal fasting glucose levels (<100 mg/dL), zero out of

124 (0%) of those treated with olanzapine were found to have high glucose levels
(2126 mg/dl.) during olanzapine treatment versus 1 oul of 53 (1.9%) of those
treated with placebo. In patients with baseline borderline fasting glucose levels
(100 mg/dL and <126 mg/dL), 2 out of 14 (14.3%) of those treated with olanzapine
were found to have high glucose levels (2126 mg/dL) during olanzapine treatment
versus zero out of 13 (0%) of those treated with placebo.

Physicians should consider the risks and benefits when prescribing SYMBYAX to
patients with an established diagnosis of diabetes mellitus or having borderline
increased blood glucose level (fasting 100~126 mg/dL, nonfasting 140-200 mg/dL).
Patients taking SYMBYAX should be monitored regularly for worsening of glucose
control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history
of diabetes) who are starting treatment with atypical antipsychotics should
undergo fasting blood glucose testing at the beginning of treatment and
periodically during treatment. Any patient treated with atypical antipsychotics
should be monitored for symptoms of hyperglycemia including polydipsia,
polyuria, polyphagia, and weakness. Patients who develop symptoms of
hyperglycemia during treatment with atypical antipsychotics should undergo
fasting blood glucose testing. In some cases, hyperglycemia has resolved when the
atypical antipsychotic was discontinued; however, some patients required
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

Hyperlipidemia — Undesirable alterations in lipids have been observed with
SYMBYAX use. Clinical monitoring, including baseline and follow-up lipid
evaluations in patients using SYMBYAX, is advised.

Significant, and sometimes very high (>500 mg/dL), elevations in triglyceride levels
have been observed with SYMBYAX use. Significant increases in total cholesterol
have also been seen with SYMBYAX use.
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Controlled fasting lipid data is limited for SYMBYAX.

In an analysis of 7 controlled clinical studies, 2 of which were placebo controlled,
with treatment duration up to 12 weeks, SYMBYAX-treated patients had an increase
from baseline in mean random total cholesterol of 12.1 mg/dL compared to a
statistically significantly different inciease from baseline in mean random total
cholesterol of 4.8 mg/dL for olanzapine-treated patients and a decrease in mean
random total cholesterol of 5.5 mg/dL for placebo-treated patients. Table 3 shows
categorical changes in nonfasting lipid values.

Table 3. Changes in Nonfasting Lipids Values from Controlled Clinical Studies with

' Treatment Duration up to 12 Weeks
Iaboratory Analyte Category Change from Baseline Treatment N | Patients
N
Increase by 250 mg/dL OFC 174 | 67.8%
Olauzapine 172 | 72.7%
Nonfasting Normal to High 2 OFC 57 | o%
Triglycerides (<150 mg/dL to 2500 mg/dL) Olanzapini 58 0%
Borderline to High |  OFC 106 | 151%
(2150 mg/dL and <500 mg/dL to Olanzapine 103 | 87%
2500 mg/dL)
Increase by 240 mg/dL OFC 685 | 35%*
Rk i Olanzapine ;;9) z;;;%_
Total Cholesterol Normal to High OFC 256 [ 82a%*®
(<200 mg/dL 10 2240 mg/dL) Olanzapine 279 | 29%
Placebo 175 1.7%
Borderline to High OFC 213 | 36.2%*®
(2300 mg/dL and <240 mg/dL to 2240 Olanzapine 261 | 27.6%
mg/dL) Placebo 11| 99%
) ically significant pared to olanzapi
» ically significant compared to placebo.

Controlled fasting lipid data is limited for SYMBYAX; however, in an analysis of
5 placebo-controlled ol pi herapy studies with treatment duration up
to 12 weeks, olanzapine-treated patients had statistically significant increases from
baseline in mean fasting total cholesterol, LDL cholesterol, and triglycerides of
53 n:gld!.. 3.0 mg/dL, and 20.8 mg/dL respectively compared to decrcases from

ine in mean fasting total chol 1, LDL cholesterol, and trigtycerides of
6.1 mg/dL, 4.3 mg/dL, and 10.7 mg/dL for placebo-treated patients. For fasting HDL
cholesterol, no statistically significant differences were observed between
olanzapine treated pati and placebo-treated patients. Mean increases in fasting
lipid values (total chol I, LDL cholesterol, and triglycerides) were greater in
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patients without evidence of lipid dysregulation at baseline, where lipid
dysregulation was defined as patients diag; d with dyslipidi e i or rclat
adverse events, patients treated with lipid lowering agents, patients v'mh high
baseline lipid levels. Table 4 shows categorical changes in fasting lipid values.

C oy

Table 4. Changes in Fasting Lipids Values from Adult Placebo-Contralled Olanzapine
Monotherapy Studies with Treatment Duration up to 12 Weeks

Laboratory Analyte | Category Change from li [ i Arm | N [ Patients |
Increase by 250 mg/dL Olanzap 745 | 39-6%"
Placebo 402 | 261%
Fasting Normal to High Olanzapi 457 | 92%"°
Triglycerides (<150 mg/dL to 2200 mg/dL) Placebo 251 | 44%
Borderline 10 High Olanzapine 135 | 39.3%°
(2150 mg/dL and <200 mg/dL to 2200'mg/dL) Placebo 65 | 200%
Increase by 240 mg/dL. Olanzapine 745 | 21.6%"*
Placebo 402 | 9.5%
Fasting Normal to High Olanzapine 392 | 28%
Total Cholesterol (<200 mg/dL to 2240 mg/dL) Placebo 207 | 24%
Borderline to High Olanzapine 222 | 230%*
(2200 mg/dL and <240 mg/dL to 2240 mg/dL) Placebo 112 15%_
Increase by 230 mg/dL | _ Olanzapine 536 | 237%*
Placebo 304 | 140%
Fasting Normal to High ——O_lanza;;lm 154 0%
LDL Cholesterol (<100 mg/dL to 2160 mg/dL) Placebo 82 12%
Bocdedline to High Olanzapine | 302 | 10.6%
(100 mg/dL and <160 mg/dL to 2160 mg/dL) Placebo 173 | 8a%
> lly signifi pared to placebo.

In phase 1 of the Clinical Antipsychotic Trials of Intervention Effectiveness
(CATIE), over a median exposure of 9.2 months, the mean increase in triglycerides
in patients taking olanzapine was 40.5 mg/dL. In phase 1 of CATIE, the median
increase in total cholesterol was 9.4 mg/dL.

Olanzapine Monotherapy in Adolescents — The safety and efficacy of olanzapine
and ol and fl tine in combination have not been established in
patients under the age of 18 years. In an analysis of 3 placebo-controlled
olanzapine monotherapy studies of adolescent patients, including those with
schizophrenia (6 weeks) or bipolar disorder (manic or mixed episodes) ( 3 weeks),
for fasting HDL cholesterol, no statistically significant differences were observed
between olanzapine-treated patients and placebo-treated patients. Table 5 shows
categorical changes in fusting lipid values in adolescent patients.
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Table 5. Changes in Fasting Lipids Values from Adol Placebo- o] pi
Monotherapy Studies
b y Analyte | Category Change from Baseline [ Treatment Arm [ N_| Patients
Increase hy >50 mg/dL _C‘ pi 138 | 37.0%"
Placebo 66 15.2%
Fasting Normal to High Olanzapi 67 | 269%
Triglycerides (<90 mg/dL 10 2130 mg/dL) Placebo 28 | 107%
Borderline to High Olanzapi 37 | 595%
(»90 mg/dL and <130 mg/dL to 2130 mg/dL) Placcbo 17 353%
Increase by 240 mg/dL Olanzapinc 138 | 145%°
Placebo 66 4.5%
Fasting Normal to High Olanzapine 87 6.9%
Total Cholesterol (<170 mg/dL 10 2200 mg/dL) ' Placebo 43 | 23%
- Borderline to High Olanzapine 36 | 389%"*
(2170 mg/dL and <200 mg/dL 10 >200 mg/dL) Placebo 13 77%
Increase by 230 mg/dL Olanzapine 137 | 17.5% |
. Placebo 63 1a%
Fasting Normal tv High Olanzapine 98 51%
LDL Cholesterol (<110 mg/dL to 2130 my/dL) Placebo 44 4.5%
Bordecline to High Olanzapine 29 | 483%"
(2110 mg/dL and <130 mg/dL to 2130 mg/dL) Placebo 9 0%

* Statistically significant compared to placebo.

Weight Gain — Potential consequences of weight gain should be considered prior
to starting SYMBYAX. Patients receiving SYMBYAX should receive regular
monitoring of weight.

In an analysis of 7 controlled clinical studies, 2 of which were placebo-controlled,
_the mean weight increase for SYMBYAX-treated patients was statistically
significantly greater than placebo-treated (4 kg vs 0.3 kg). Twenty-two percent of
SYMBYAX-treated patients gained at least 7% of their baseline weight, with a
median exposure of 6 weeks. This was statistically significantly greater than in
placebo-treated patients (1.8%). Approximately 3% of SYMBYAX-treated patients
gained at least 15% of their baseline weight, with a median exposure of 8 weeks.
This was statistically significantly greater than in placebo-treated patients (0%).
Clinically significant weight gain was observed across all baseline Rody Mass Index
(BMI) categories. Discontinuation due to weight gain occurred in 2.5% of
SYMBYAX-treated patients and zcro placebo-treated patients

Table 6 includes data on weight gain with olanzapine pooled from 68 clinical trials
The data in each column represent data for those patients who completed
weatment periods of the durations specified.
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Table 6. Weight Gain with Olanzapine Use

Amount Gained 6 Weeks 6 Months 12 Months 24 Months

kg (Ib) (N=2976) (N=1536) (N=778) (N=422)

(%) (%) (%) (%) -
20 27 21 20 22
o5 (011 1b) 57 34 25 22
510 (11-22 1b) 15 26 25 22
1015 {22-33 Ib) 2 12 16 18
»15 (>33 Ib) o 6 14 16

During long-term continuation therapy with olanzapine monotherapy (238 median
patients met the criterion for having gained

days of exposure), 56% of ol

greater than 7% of their haseline weight. Average weight gain during long-term

therapy was 5.4 kg.

ol v KA herapy in Adol

ents — The safety and efficacy of olanzapine

and nla'm.apinc and fluoxetine in combination have not been established in
patients under the age of 18 years. In an analysis of 4 placcbo controlled
olanzapine monotherapy studies of adolescent patients (ages 13 to 17 years),

including those with schizoph

ia (6 weeks) or bipolar disorder (manic or mixed
episodes) (3 weeks), olanzapine-treated patients gained an average of 4.6 kg, which

was statistically significantly different compared to an average of 0.3 kg in
placebo-treated patients, with a median exposure of 3 weeks; 40.6% of

olanzapine-treated patients gained at least 7% of their baseline body weight, which

was statistically significantly different compared to 9.8% of placebo-treated

patients, with a median exposure of 4 weeks; 7.1% of olanzapine-treated patients
gained at lcast 15% of their baseline weight, compared to 2.7% of placebo-treated
patients, with a median exposure of 19 weeks. Clinically significant weight gain

was observed across all baseline Body Mass Index (BM1) categories, but mean

changes in weight were greater in adolescents with BMI categories above normal at
baseline. Discontinuation due to weight gain occurred in 1% of olanzapine-treated
patients, compared to zero placebo-treated patients.

During long-term continuation therapy with olanzapine, 65% of olanzapine treated

patients met the criterion for having gained greater than 7% of their baseline

weight. Average weight gain during long-term therapy was 7.4 kg.

Information for Patients:

Hyperglycemia — Patients should be advised of the potential risk of

hyperglycemia-related adverse events. Patients should be monitored regularly for
waorsening of glucose control.
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Weight Gain — Patients should be counseled that SYMBYAX is associated with
weight gain. Patients should have their weight monitored regularly.
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Zyprexd® (olanzapine} is indicated for the short-term and mai) of schizophrenia.
2ypmm is also indicated as herapy or in bination with Iuluum or valproate for the short-
Lerm treatment of acute mixed or manic episodes associated with Bipolar I Disorder and as

maintenance treatment in bipolar disorder Symbya<® (ol ine and fl ine HCl les) is

Indicated for treatment of depressive episodes associated with bxpolar disorder.
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IN THE SUPERIOR COURT FOR THE STATE OF
THIRD JUDICIAL DISTRICT _,. O IN

TE OF ALASKA ) Date: © -rl-o
Plaintiff, ) A
) :
v. ) Case noglgNd-(OG-SGwCIV
)
LY AND COMPANY )
Defendant )

DEFENDANT ELI LILLY AND COMPANY’S 2
DEPOSITION COUNTER-DESIGNATIONS FOR TRIAL AND
OBJECTIONS TO PLAINTIFF STATE OF ALASKA’S
TRIAL DEPOSITION AND EXHIBIT DESIGNATIONS
Defendant Eli Lilly and Company (“Lilly”) counter-designates for trial the
following deposition transcript excerpts in response to Plaintiff State of Alaska’s Trial

Deposition Designations for Alan Breier, M.D. The highlighted excerpts are those that must be

presented together with the State’s affirmative designations to ensure proper context.
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Start (Page:Line) | End (Page:Line)

512:10 512:13 i
512:16 512:23 /
526:6 526:9 /
526:12 526:22 /

Lilly objects to the following pages and lines of Plaintiff State of Alaska’s Trial

Q= Quarry
Deposition Designations for Alan Breier: . '
Pe B 6 = 5 Jstain
Start End Objection
(Page:Line) (Page:Line)
54:9 64:18 Vague; ambiguous; foundation; prejudicial (Alaska |
R. Evid. 401, 402, 403, 611) (@
125:23 126:4 Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company’s Motion in .
26:13 126:15 Limine to Exclude References to Foreign O
Regulatory Action
67:15 168:2 Foundation; vague; misstates evidence (Alaska R.
Evid. 401, 402, 403, 611) O
92:10 192:19 Foundation; vague; personal knowledge (Alaska R. -
Evid. 401, 402, 403, 602, 611) O
19:18 200:1 Compound question; hearsay (admit for notice)
(Alaska R. Evid. 401, 402, 611, 802) O
0:4 200:11
1:3 201:10 Foundation; vague; personal knowledge (Alaska R.
Evid. 401, 402, 403, 602, 611) [l
2:20 221:24 Exhibit itself hearsay; misstates evidence (Alaska
R. Evid. 802, 611) @)
24 282:23 Hearsay (Alaska R. Evid. 802) o)
112 287:23 Hearsay; compound question (Alaska R. Evid. 401, D

S8



Start End Objection
(Page:Line) | (Page:Line) e
ﬁ 402, 611,;802)5a BTNy "
J CUGRESY
290:13 291:4 Hearsay (Alaska R. Evid. 802)
’ 294:1 294:7 Hearsay (Alaska R. Evid. 802)
295:13 296:8 Hearsay (Alaska R. Evid. 802)
312:8 312:20 Hearsay (Alaska R. Evid. 802)
338:17 339:8 Vague; foundation; compounfl question;
argumentative (Alaska R. Evid. 401, 402, 403, 611)
343:20 344:6 Foundation; personal knowledge (Alaska R. Evid.
401, 402, 602)
347:9 347:15 Vague; foundation; personal knowledge (Alaska R.
Evid. 401, 402, 403, 602, 611)
348:18 349:7 Misstates evidence (Alaska R. Evid. 611)
401:16 404:15 Relevance (Alaska R. Evid. 401, 402, 403;) Subject
to Defendant Eli Lilly and Company’s Motion in
Limine to Exclude References to Foreign
Regulatory Action
403:15 403:21 Personal knowledge; foundation (Alaska R. Evid.
401, 402, 602)
405:19 406:13 Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company’s Motion in
Limine to Exclude References to Foreign
Regulatory Action
406:24 413:15 Relevance (Ala§ka.R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company’s Motion in
Limine to Exclude References to Foreign
Regulatory Action
440:15 442:11 Relevance (Ala§ka‘R. Evid. 401, 402, 403); Subject
to D.efendant Eli Lilly and Company’s Motion in
Limine to Exclude References to Foreign
Regulatory Action
Sen mee T eee e |

A




Start
(Page:Line)

Tnd T e

(Page:Line)

8

442:22

Relevan E

to Defendant Eli Lilly and Comj
Limine to Exclude References to
Regulatory Action

=

443:2

444:24

Relevance (Alaska R. Evid. 401, 402, 403);. Su!)ject
to Defendant Eli Lilly and Company’s Motion in
Limine to Exclude References to Foreign
Regulatory Action

445:17

449:13

Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company’s Motion in
Limine to Exclude References to Foreign
Regulatory Action

455:3

455:12

Vague; foundation (Alaska R. Evid. 401, 402, 403,
611)

511:8

§12:2

Foundation; misstates evidence (Alaska R. Evid.
401,402, 611); Subject to Defendant Eli Lilly and
Company’s Motion in Limine to Exclude Evidence

Relating to Defendant’s Profits, Net Worth, and the
Price of Zyprexa

515:24

516:6

Foundation; misstates evidence (Alaska R. Evid.
401, 402, 611); Subject to Defendant Eli Lilly and
Company’s Motion in Limine to Exclude Evidence

Relating to Defendant’s Profits, Net Worth, and the
Price of Zyprexa

518:16

519:7

Relevance (Alaska R. Evid. 401, 402, 403); Subject
to Defendant Eli Lilly and Company’s Motion in
Limine to Exclude References to Foreign
Regulatory Action

524:3

524:11

Asked and Answered (Alaska R. Evid. 61 1)
Subject to Defendant Eli Lilly and Company’s
Motion in Limine to Exclude References to
Foreign Regulatory Action

525:6

525:13

Relevance (Alaska R. Eviq. 401, 402, 403); Sub;
o Defendant Eli Lilly and ¢ A

» D ompany’s Motion in
Limine to Exclude Referenc

5k




Regulatory Action

525:14 526:5

Subject to Defendant Eli Lilly and Company’s

Foreign Regulatory Action

Lilly also objects to Plaintiff’s exhibits for use during the testimony of Alan

Breier:

Motion in Limine to Exclude References to O

Plaintiff’s Exhibit

Objection(s)

Zyprexa Plaintiff’s Exhibit
No 320

M.LL. regarding Foreign Regulatory Actions

M.LL. regarding adverse events

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Hearsay (Alaska R. Evid. 801, 802)

Zyprexa Plaintiff’s Exhibit
No 1110

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
internal planning document regarding internal market research,
marketplace perceptions, and planning for proposed sales
representative communications

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit
No 1111

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
internal planning document regarding internal market research,
marketplace perceptions, and planning for proposed sales
representative communications

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit
No 1440

Hearsay; Agree to admit for notice

Zyprexa Plaintiff’s Exhibit
No 1453

Hearsay; Agree to Admit for Notice




Plaintiff’s Exhibit

Objection(s) o=

xa Plaintiff’s Exhibit

Not Relevant (Alaska R. Evid. 401, 402)
Hearsay (Alaska R. Evid. 801, 802)
Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Nota Complete Document
Foundation (Alaska R. Evid. 901)

rexa Plaintiff’s Exhibit
04051

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
Internal briefing, labeling not discussed

Foundation (Alaska R. Evid. 901)

Zyprexa Plaintif’s Exhibit | Agree to admit subject to M.LL. regarding adverse events
No 4858 (hearsay - notice)

Zyprexa Plaintiff’s Exhibit | Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
No 5565

Internal communication regarding proposed responses to
anticipated questions in Germany.

MIL re: Foreign Regulatory Actions
Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit
No 7802

Not Relevant (Alaska R. Evid. 401, 402)

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Not a Complete Document

Foundation (Alaska R. Evid. 901)

Not Authenticated (Alaska R. Evid. 901, 902)

Zyprexa Plaintiff’s Exhibit
No 9281

Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)

Zyprexa Plaintiff’s Exhibit
No 10017

Not Relevant (Alaska R. Evid. 401, 402) to Labeling Claims:
Internal document discussing Lilly's foreign sales force

M.LL. regarding Foreign Regulatory Actions
Prejudicial, Confusing, Waste of Time (Alaska R. Evid. 403)
Foundation (Alaska R. Evid. 901)

Lilly reserves the right to object to these exhibits, and any others that may be

introduced by Plaintiff, under the Alaska Rules of Evidence or any other applicable rule of law.

-
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on this Court’s rulings or the purposes for which Plaintiff seeks to use the exhibits at e

Respectfully submitted,
LANE POYALL, P

Bfwster H. Jamie#{:

Lane Powell, PC

301 W. Northern Lights Boulevard
Suite 301

Anchorage, AK 99503-2648

Nina M. Gussack
Andrew Rogoff

Eric Rothschild

Pepper Hamilton LLP
3000 Two Logan Square
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Attorneys for Defendant
Eli Lilly and Company

Dated: March 11, 2008
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IN THE SUPERIOR COURT FOR TH
THIRD JUDICIAL D

)

ATE OF ALASKA,

Plaintiff,
V. Case No. 3AN-06-5630 CIV
ELI LILLY AND COMPANY,

Defendant.

DEFENDANT ELI LILLY AND COMPANY’S
MOTION FOR RECONSIDERATION OF RULINGS ON OBJECTIONS TO
AFFIRMATIVE DEPOSITION DESIGNATIONS OF
GARY TOLLEFSON, M.D.
Defendant Eli Lilly and Company (“Lilly™) respectfully requests that the
Court reconsider its rulings regarding the admissibility of the following excerpt from the
deposition of Gary Tollefson, M.D. This designation by the State reflect its allegations
that Lilly engaged in off-label promotion—allegations which the Court has deemed
irrelevant to, and beyond the scope of, any claim that State asserts. Consistent with the
Court’s rulings regarding other similar designated testimony in other depositions, Lilly’s
objections set forth below should be sustained. Relevant pages of the transcripts are

attached.

' Start ' End _ Objection
(Page:Line) (Page:Line)
1245 12429 " Relevance, vague; foundation; personal knowledge; (Alaska

R. Evid. 401, 402, 403, 602, 611). Subject to ruling on
{ 124:21 125:21 Motion for Summary Judgment: off label.



Dated:

March 10, 2008

PEPPER HAMILTON LLP

Nina M. Gussack, admitted pro hac vice
George A. Lehner, admitted pro hac vice
John F. Brenner, admitted pro hac vice
3000 Two Logan Square

Philadelphia, PA 19103-2799
(215)981-4618

LANE POWELL LLC

"Brewster H. Jdthieson,
ASBA No. 8441122
Andrea E. Girolamo-Welp,
ASBA No. 0211044

Attorneys for defendant Eli Lilly and
Company




CERTIFICATE OF SERVICE

L hereby certify that a true and correct copy of this document has been served via

email upon counsel listed below, and by hand delivery and email upon Mary Beth Rivers, Room
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K;ém B. Michaels

Counsel List

Two, Captain Cook Hotel.

Eric T. Sanders, Esquire
Feldman, Orlansky & Sanders
500 L. Street, Suite 400
Anchorage, AK 99501-5911

H. Blair Hahn, Esquire
Richardson, Patrick, Westbrook & Brickman, LLC
1037 Chuck Dawley Boulevard, Building A
Mount Pleasant, SC 29464-4190

Date: March 10, 2008




was spent on the drug; is

A.  Probably reflecting both.
But, specifically, the economics.

1
2
i3 form.
4
5

MR. LEHNER: Object to the
form.

Q. No, I'm not.
A. - these are clinical

candidates.
No, I'm not referring to that

MR. LEHNER: Object to the
form.

MR. LEHNER: Object to the
form.

IE

Okay. Did you become aware
19 of cffons to promote Zyprexa to physicians
20 for dementia and depression?

21 MR. LEHNER: Object to the
22 form.
23 A. If you're referring to the

24 disease state prioritization table here

Page 123

GOLKOW LITIGATI

Page 125
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, M.D.
Page 124
1 was spent on the 1 Q. No, I'mnot.
2 MR. LEH| 2 A. - these are clinical
3 form. 3 candidates.
4 A.  Probably reflecting both. 4 . No, I'm not referring to that
5 But, specifically, the economics.
10 MR. LEHNER: Object to the
form.
MR. LEHNER: Object to the

Page 123 Page 125

=

18 Q. Okay. Did you become aware
19 of efforts to promote Zyprexa to physicians
20 for dementia and depression?

21 MR. LEHNER: Object to the
22 form.
23 A.  If you're referring to the

24 disease state prioritization table here --

GOLKOW LITIGATION TE
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IN THE SUPERIOR COURT FOR THE STATE OF AL

THIRD JUDICIAL DISTRICT
FILED IN OPEN
) 92- /l %
ATE OF ALASKA, ) Date: ———
) .
Plaintiff, ) Clerk:
)
V. ) Case No.3AN-06-5630 CIV
)
I LILLY AND COMPANY, )
)
Defendant. )
)

DEFENDANT ELI LILLY AND COMPANY’S
MOTION FOR RECONSIDERATION OF RULINGS ON OBJECTIONS TO
AFFIRMATIVE DEPOSITION DESIGNATIONS OF
JACK JORDAN
Defendant Eli Lilly and Company (“Lilly”) respectfully requests that the
Court reconsider its rulings regarding the admissibility of the following excerpts from the
depositions of Jack Jordan. Each of these designations by the State embodies its
allegations that Lilly engaged in off-label promotion — allegations which the Court has
deemed irrelevant to, and beyond the scope of, any claim that State asserts.

Throughout the Zyprexa litigation, plaintiffs in proceedings in state and
federal court, including the State and its counsel, have broadly characterized several
different elements of Lilly's marketing strategy and tools as being off-label. The most
pervasive allegations, and the ones infusing the testimony below, concern Lilly’s
marketing Zypexa to primary care physicians. These allegations encompass topics
including, but not limited to, Lilly’s use of symptom-based promotion, its use of patient
profiles (such as “Donna” and “Martha™), and its description of Zyprexa as a mood

stabilizer.



—— =
Recognizing that testimony of this sort is inadmissible, the Court has
sustained Lilly’s objections to testimony on these topics in this and other deposition

transcripts. See e.g., Jordan Tr. at pp. 243:24 — 244:8 (examining Mr. Jordan on

symptom-based promotion); Jordan Tr. at p. 339:6 —339:11 (examining Mr. Jordan on
whether Zyprexa was ever indicated for thought, mood, or behavioral disorders); Jordan

Tr. at p. 343:2 — 343:8 (same); Bandick Tr. at p. 496:09 —497:03 (examining Mr.

Bandick on “Donna” patient profile”). Consistent with these rulings, the Court should
sustain Lilly’s objections to the excerpts below, each of which concerns these very same
topics, characterized by the State as off-label.
Start End Objection
(Page:Line) | (Page:Line)
223:13 223:17 Relevance (testimony is, or is nothing more than a prelude

to, off-label testimony). U
223:22 223:24 Relevance (testimony is, or is nothing more than a prelude

to, off-label testimony). O
236:4 236:7 Relevance (testimony is, or is nothing more than a prelude

10, off-label testimony). J
301:20 302:2 Belevance (testimony is, or is nothing more than the

introduction of a document concerning, off-label )

testimony). C
306:1 306:7 Relevance (testimony is, or is nothing more than a prelude

to, off-label testimony). L‘/)
308:18 309:4 Relevance (testimony is off-label testimony). (&)
309:5 309:10 Relevance (testimony is off-label testimony).

~
309:11 309:21 Relevance (testimony is off-label testimony). ~
)
374:24 37557 Relevance (testimony is off-label testimony). -
+ . C
396:7 397:8 Relevance (testimony is off-label testimony),
) 4




(Page:ﬁlije) ‘

413:8 Relevance (tes

421:13 Relevance (testimony
422:16 423:6 Relevance (testimony is off-label testimony).
436:14 436:22 Relevance (testimony is off-label testimony).
437:20 438:7 Relevance (testimony is off-label testimony).

Additionally, consistent with the Court’s ruling sustaining Lilly’s

objection to Zyprexa MDL Plaintiffs’ Exhibit No. 3872, the Court should sustain Lily’s

objections to the following excerpts, the sum and substance of which concern only this

excluded document.

342:8 342:9 Relevance; Probative value outweighed by danger of unfair
prejudice; Motion for Summary Judgment — Off-label
marketing (Alaska R. Evid. 401, 402, 403)

342:11 342:15 Relevance; Probative value outweighed by danger of unfair

prejudice; Argumentative; Motion for Summary Judgment —
Off-label marketing (Alaska R. Evid. 401, 402,403, 611)
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FOR THE EASTERN DISTRICT OF NEW YORK
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Videotape deposition of

JACK E. JORDAN
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1 Lilly, the cover sh 1

2 would come from a journal. 2 schizophrenia and bipolar mafz L ;
Any other 3 labeled indication diagnoses for Zyprexa th

: 9, Anythiag elesteany Indicated in the label; is that correct?
4 written materials Eli Lilly could prepare for 4 were R oot Dheorat
5 its customers discussing off-label uses of 5
6 Zyprexa? 6 form. e B
7 A. The medical letters were 7 A. During the time frame ai

8 the -- yeah, from March of 2000 on, yes.

8 written materials that, obviously, went out.

9 Q.  Now those medical letters 9 Q. Okay. From March of 2000 on,
10 could only be sent out in response to a 10 the diagnoses, and the only mdl;.atlons mof
11 doctor's query, correct? 11 the label for Zyprexa, were the diagnosis
12 A. Yes. Thatis correct. 12 schizophrenia and the diagnose of bipolar
13 Q.  Eli Lilly could not prepare 13 mania, correct? e
14 medical letters to send out affirmatively to 14 A Thete was the oomb!natlon
15 an audience or a group of doctors unless 15 indication as part of blpo!ar mania. Splthat
16 those medical letters were on-label, correct? 16 was, I mean, if you look in the label, it's
17 MR. GOLD: Objection as to 17 the third indication.

18 form. 18 Q. Bipolar mania.

19 A. Yeah. Yeah. Correct. 19 A. Yes. Combination use, yes.

20 . Okay. Besides the cover 20 . My question to you here, sir,
21 sheet to a medical article, is there 21 s Eli Lilly during the time -- all these
22 anything, any other -- and the medical 22 questions until I tell you otherwise are
23 letters in response to doctors's inquiries, 23 during the time you were either Marketing
24 are there any other written documents that 24 Director or Brand Leader. Okay? Do you
Page 223 Page 225

1 Eli Lilly can prepare and disseminate to its 1 follow me?

2 customers concerning off-label uses? 2 A.  Yes.

3 MR. GOLD: Objection as to 3 Q. During that time period, did

4 form. 4 Eli Lilly ever promote Zyprexa for anxiety?

5 A.  Right off the top of my head 5 A.  That would have been a

6 Ican't think of any others. 6 symptom of bipolar mania and schizophrenia

7 Q. Thank you, sir. 7 so, but for an indication of anxiety, no. i

8 . T've lost it. I apologize. 8 Q.  During the time you were a

9 Hereitis. 9 Brand Leader, did Eli Lilly promote Zyprexa
10 I'm going to ask you a series 10 for irritability?

11 of questions, sir, it's going to be the same 11 A.  That would be a symptom of
12  question about various -- 12 its approved indications but for an

13 indication variability no.

14 Q.  Are you a doctor?

15 A. Iam not, no.

i;i Q. Do you know the symptoms of
t schizophrenia?

18 Itis a defined disease; is 18 A.  Not all of them but some of

19 it not? 19 them.
20 o I'm not a medical doctor but 20 . Okay. Mr. Fahey's a little
T've always interpreted it that wa 21 irritable today, does he have schizophrenia?
22 MR. GOLD: Objection. Direct
23 the witness not to answer the
24 question.

57 (Pages 222 to 225)
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1 not? 1 different phases of bipolar disorder. B
2 A.  Ihave, yes. 2 mood stabilizer, again, is just a general
3 Q. And I bet you've hit your 3 term that can cover a number of classes.
4 head before and also had a headache, correct?
5 A. TIhave, yes.
6 Q. So you could have a symptom
7 of a headache but the cause could be
8 different, correct? 8 Q. It was only indicated for
9 A.  Yes. 9 bipolar mania only, correct, sir?
10 Q. Okay. So my question is: 10 MR. FAHEY: Objection.
11 Did Eli Lilly ever promote Zyprexa for 11 Foundation.
12 symptoms not caused by schizophrenia or 12 A. During the time I was there,
13  bipolar mania? 13 vyes.
14 MR. GOLD: Objection as to 14 Q. Okay. Now, back to my
15 form. 15 question. Let me see if we can approach it a
16 A. No. How you communicate 16 different way if I need to. Was Zyprexa
17 diagnoses in mental health is a cluster of 17 approved by the FDA for anything other than
18 symptoms that you get the diagnosis from, so, 18 bipolar mania and schizophrenia?
19 no. 19 THE WITNESS: During my time?
20 Q. Sono. Is your testimony -- 20 MR. ALLEN: Yes, sir.
21 s your testimony that Eli Lilly did not 21 A. Okay. So we're still on my
22 promote Zyprexa for symptoms that were not 22 time.
23 caused by the patient's schizophrenia or 23 Besides the combination
24 bipolar mania? 24 therapy, no, it wasn't.
Page 235 Page 237
1 MR. FAHEY: Objection. Asked 1 Q. Okay. So the only two
2 and answered. 2 FDA-approved indications during your entire
3 A.  The answer's yes. 3 time were bipolar mania and schizophrenia,
4 Q. What's a mood stabilizing 4 right?
5 drug, sir? 5 MR. GOLD: Asked and answered
6 A.  There are different classes 6 three times now.
7 of drugs in the treatment of severe mental 7 A.  Well, there was maintenance
8 health and antipsychotics are for 8 of schizophrenia, too, yes. So --
9 psychotic-related disorders, which, 9 Q.  Either maintenance or acute
10 ultimately, the FDA reclassified for 10 bipolar mania or schizophrenia are the only
11  schizophrenia specifically. 11 two FDA-approved indications during your
12 Mood stabilizers are a 12 time?
13 general term used for mood disorders, of 13 MR. GOLD: Four times now,
14 which there are several classes, some are for 14 asked and answered. g
15 depression, some are for bipolar disorder, et 15 MR. ALLEN: No, he keeps on
16 cetera. Soit's just a general term. 16 changing it.
17 Q.  Eli Lilly's Zyprexa was never 17 A. Yes.
18 indicated for bipolar disorder, was it, sir? 18 MR. FAHEY: No. You just
19 A. No. No. Overtime -- 19 changed it. So objection to form.
20 Q.  Just so the record -~ 20 QUESTIONS BY MR. ALLEN:
21 MR. FAHEY: Let him finish 21 Q.  Sir, your answer’s yes?
22 his answer. 22 A, Itisyes.
23 Q. Go ahead, finish your answer. 23
24 A.  Over time it was for =

Q. _Thank iou vei much, sir.

60 (Pages 234 to 237)
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1 Q. Okay. DidEiiLillyever
2 promote - Did Eli Lilly ever promote Zyprexa
3 for thought disorders?
4 MR. ALLEN: I think I asked
5 that -- let me strike that question.
6 QUESTIONS BY MR. ALLEN:
7 Q. Did Eli Lilly ever promote
8 Zyprexa for the treatment of symptoms ;
9 unrelated to schizophrenia or bipolar mania?
10 A. No. It was in the context of
| 11 those disease states.
12 Q. Did Eli Lilly ever instruct
13 its sales force when they went to doctor's
14 offices to focus on symptoms and not
15 diagnoses?
16 MR. GOLD: Objection as to
17 form.
18 A.  We focused on symptoms to
19 discuss the diagnoses.
0 MR. GOLD: Misstates his 20 MR. ALLEN: Objection.
a testimony. Objection as to form. 21 Nonresponsive.
22 MR. FAHEY: No, it's not.
23 Q. My only question --
24 MR. ALLEN: See, what we do
Page 239 Page 241
1 later is we fight before a judge.
2 MR. FAHEY: You don't have to
3 Q. Okay. So the FDA never 3 put your statement it's not
4 approved Zyprexa as a mood stabilizer, did 4 responsive on the record.
b e 5 MR. ALLEN: It's required by
6 A.  The question doesn't make any 6 the rule.
7 sense because the FDA doesn't name classes of 7 MR. FAHEY: No, it's not.
8 drugs. I mean, that's -- the field of 8 They're all reserved other than
9 psychiatry does. 9 form.
10 Q. Okay. So let me ask this: 10 MR. ALLEN: That's a form
11 Did you ever, you at Elj Lilly ever -- what's 11 objection where I come from,
12 Depakote? 12 nonresponsive. And your talking is
13 A. It's a mood stabilizer 13 not an objection. So you don't --
14 approved for bipolar mania. 14 so when I object, if I object --
15 Q. Isitapproved for anything 15 MR. FAHEY: You say it's not
16 else? 16 responsive. I say it is responsive.
17 A.  Idon't know what other 17 MR. ALLEN: That's an
18 indications it's got, I mean -- I think, 18 argument that could be made before
19 epilepsy. 19 the court at a later date.
20 Q. What about lithium, what kind 20 MR. FAHEY: And we will.
21 of drug is that? 21 MR. ALLEN: Well, then you
22 A. It's a mood stabilizer used 22 don't know need to --
23 in bipolar disorder and I don't know what all 23 MR. FAHEY: You're putting
24 the indications are. 24 your position on the record, I'll

Golkow Litigation Technologies - 1.877.DEPS.USA
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put mine.

MR. ALLEN: I have to.

MR. FAHEY: No, you don't.
I'm saying you don't.

MR. ALLEN: So I don't --
okay.

MR. FAHEY: T'll give you a
standing objection that every answer
to every witness in the entire MDL,
if you think it's nonresponsive
later you can make that argument.
You don't have to say it every time
that somebody says something.

MR. ALLEN: You stipulate to
that?

MR. FAHEY: Yes.

MR. ALLEN: And agree on
behalf of Eli Lilly?

MR. FAHEY: Yes.
MR. ALLEN: All right.
Now, sir -

Q

=

MR. FAHEY: Objection to
form.

MR. ALLEN: Objection.

MR. FAHEY: Which means 22 Nonresponsive.
you're never going to stay say it 23 MR. FAHEY: Well, there goes
again. If you say it again then the 24 the deal. That's a shame. That
Page 243 Page 245
deal's off. 1 lasted about three minutes.
MR. ALLEN: He succeeded 2 MR. ALLEN: Idon't need the
there. See, he distracted me. He's 3 deal.
not going to do it the rest of the 4 QUESTIONS BY MR. ALLEN:
day. He's a talker. 5 Q. Hey, Mr. Jordan, you, in
Where was I? 6 fact, at Eli Lilly, prior to the time you
QUESTIONS BY MR. ALLEN: 7 launched the primary care physician market
Q. Oh, symptoms. Did Eli Lilly 8 knew there was not a specific indication for
ever instruct its sales representatives, 9 Lilly representatives to promote in the
either in writing or orally, to go to the 10 primary care market, didn't you, sir?
doctor's office and discuss symptoms and not 11 A.  As I recall, the early
the diagnosis of schizophrenia or bipolar 12 research was they weren't recognizing the
mania? 13 disease of bipolar mania in their offices.
MR. GOLD: Objection as to 14 It was there, but it was unrecognized.
form. 15 MR. ALLEN: Objection, sir.
A. The -- I know when we did our 16 Q. My question to you is, you at
primary care research the primary care docs, 17 Eli Lilly knew prior to the primary care
we learned that you talk about symptoms first 18 physician launch that there was not a
and then get into indications when you share 19 specific indication for Lilly representatives
the studies. And so as part of the sales 20 to promote in the primary care physician
process, we would instruct them to talk about 21 market?
symptoms to engage the physician in the 22 MR. GOLD: Objection as to
indication of bipolar mania. 23 form.
@ _ 24 MR. FAHEY: And asked and

62 (Pages 242 to 245)
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it MR. ALLEN: One for your 1 Jordan an opportunity to read the

2 lawyer. 2 docu

3 MR. GOLD: Thank you. 3 MR. ALLEN: How long was

4 QUESTIONS BY MR. ALLEN: 4 that?

5 Q.  Tell the jury who Jill Lake 5 THE REPORTER: That was at
(raiky 6 1433, s0 2:33 and now it is 1436.

7 MR. GOLD: Mr. Allen, give 7 MR. ALLEN: Okay. Four

8 Mr. Jordan an opportunity to read 8 minutes.

9 the document. 9 QUESTIONS BY MR. ALLEN:
10 QUESTIONS BY MR. ALLEN: 10 Mr. Jordan, at Eli Lilly did
11 Q. Mr. Jordan, I'm not going to 11 you all have product knowledge conference
12 ask you about this entire document. I want 12 calls?
13 to ask you about question seven and eight on 13 A. Yeah. There were calls about
14 Page 2. 14 various issues. That would be one of them,
15 MR. GOLD: I would like the 15 yes.
16 witness to have an opportunity to 16 Q. Yes, sir. And one of the
17 read the entire document, otherwise 17 conference calls you all would have, you all
18 the question you are asking might be 18 called it the product knowledge conference
19 out of context. 19 call, did you not?
20 You presented him with the 20 A.  I'm not that familiar with
21 document. The question appears to 21 that term. I guess we did have it, yes.
22 be derived from the document. The 22 Q. Who's Jill Lake?
23 witness is going to read the entire 23 A. 1do not know.
24 document before he answers any 24 Q. Michael Bandick, at this time

Page 299 Page 301

1 questions. 1 in December of 2000 worked for you in issues
2 MR. ALLEN: And I object to 2 management, did he not, or Marketplace

3 this proceeding. 3 Management?

4 MR. FAHEY: Just to remind 4 A.  No. At that point he was, I

5 Mr. Allen that Mr. Woodin, once 5 believe he was the primary care manager.
6 again, confirmed the best approach 6 Q.  Okay, sir.

7 would be to give the witness the 7 A.  Working for me.

8 documents before the deposition as 8 Q. Sir?

9 recently as two days ago, but you 9 A.  Working for me.

10 chose not to do that, sir. 10 Q. Yes, Mr. Bandick was working
11 MR. ALLEN: Actually, that's 11 for you.

12 not quite accurate but - 12 MR. GOLD: Can you keep your
13 MR. FAHEY: You weren't on 13 voice up, Mr. Jordan.

14 the call. 14 THE WITNESS: I'm sorry.

15 MR. ALLEN: I still say it's 15 QUESTIONS BY MR. ALLEN:

16 not quite accurate for reasons that 16 Q.  Mr. Bandick and others on

17 you could not possibly know. 17 this e-mail were in the marketing department
18 MR. FAHEY: Okay. Secret, that worked for you; is that correct?

19 secret issues. ‘ Yes.
20 THE WITNESS: Okay.
21 MR. ALLEN: How long was
22 that?
23 THE REPORTER: Well, when
24

Mr. Gold said, "Mr. Allen give Mr.

Golkow Litigation Technologies - 1.877.DEPS.USA
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an accurate

. A man can't get
dy for a deposltion, read 10,000
documents, and call you to consult
on it. And so we'll take that up
later.

MR. FAHEY: The redaction
10 issue in the documents have been
11 around --
12 QUESTIONS BY MR. ALLEN:
13 Q. Question and answer No. 5 are
14 not present, are they, sir?
) ) 15 MR. FAHEY: -- over two
OLD: Well, it's a fact 16 and-a-half years, Mr. Allen.

S redacted, sir. What are 17 QUESTIONS BY MR. ALLEN:

asking the witness was it 18 Q. Question and answer No. 5 are
redacted is it redacted? 19 not present, are they, sir.

MR. ALLEN: Yes. I'm 20 MR. GOLD: Asked and
establishing a record that we're 21 answered.

) going to take to the court. 22 A. Itis not, no.
3 MR. GOLD: Okay. 23 Q. Question No. 7 is. What is
I QUESTIONS BY MR. ALLEN: 24 question seven?
Page 303 Page 305
Q. Is question and answer No. 5 1 A. "Is Zyprexa indicated for
redacted? 2 depression?"

MR. GOLD: The document 3 Q. And the answer is what, sir?
speaks for itself. No. 5 is 4 A. Itsays, "Zyprexa is not
redacted. 5 indicated for depression. We know Zyprexa

MR. ALLEN: Well, I'm 6 improves depressive symptoms in schizophrenic
entitled also to cross-examine the 7 patients" but need to think of it, "but need
witness depending on the ruling on 8 to think of as a mood stabilizer."
it. 9 Q. We need to think of it as a
Q. Is question and answer No. 5 10 mood stabilizer, is that correct? "It" is

redacted, sir. 11 not there but we need to think of it as a

MR. FAHEY: Let me just 12 mood stabilizer; is that correct?
remind you that I made the offer 13 A.  Yes.
before this deposition if you had 14 Q. Itsays, "Zyprexa is not
questions about redactions you could 15 indicated for depression;" is that correct?
bring them up to me before the 16 A. That's correct. It's not
deposition. The issue came up in 17 indicated for depression.

Ms. Mehlman's deposition. I said it 18 Q. And that's accurate, is it
again there, which was less than a 19 not?
week ago -- 20 A. Thatis accurate.

MR. ALLEN: No. 21 Q.  Now schizophrenia is a

MR. FAHEY: -- and you chose 22 diagnosis. You've already told us that
not to raise the issue until the 23 earlier today, right?
middle of the deposition so -~ 24 A. Itis, yes.

77 (Pages 302 to 305)
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Jack E. Jordan - Confidential

Page 306 Page 308
1 so fast I want the record to be
2 clear.
3 QUESTIONS BY MR. ALLEN:
4 Q. Isthat correct?
5 A. Thatis.
6 Okay. Continue reading
7 slowly and distinctly so the jury can hear,
Q. What is Eli Lilly's response 8 please.
9 to question No. 8 where it says "what if the 9 MR. GOLD: Mr. Allen, when
10 doctor says I don't see those types of 10 you say "is that correct" do you
11 patients?" Can you read out loud? 11 mean is that what the document says
12 MR. GOLD: Mr. Allen, I'm 12 or are you trying to get Mr. Jordan
13 going to object to this line of i) to vouch for what Eli Lilly has
14 questioning. I don't think this 14 presented as the answer to that
15 witness can tell you what Lilly 15 question? He'll ratify the document
16 meant by answering this question. says what it says.
17 Perhaps you should QUESTIONS BY MR. ALLEN:
18 interrogate the author of this
19 document who is indicated on the
20 first page of this exhibit.
21 1 don't see how Mr. Jordan
2 can speak for what Eli Lilly meant
‘3 in answer to that question that
4 appears on this document. He'd be

Page 307
speculating and engaging in total
hypothetical conversation with you.

QUESTIONS BY MR. ALLEN:

Q. Sir, can you read out loud
the answer to the question reflected in
Exhibit No. 5, "what if the doctor says I
don't see those types of patients?" What is
the answer written on the piece of paper,
Exhibit No. 5?

MR. GOLD: I have no
objection to that. Go ahead.

THE WITNESS: In question
eight?

MR. ALLEN: Yes, sir.

A. Okay. "The doctor's thinking
hat he does not see a schizophrenic or
vipolar patient."

Q. Let's stop there. The
octor is thinking that he does not see

:hizophrenic or bipolar patients; is that
1ht?
MR. GOLD: That's what it
says, Mr. Allen.
MR. ALLEN: Well, he read it

24
B

Page 309 [

Q. Question 7 was: "Is Zyprexa
indicated for depression?" And the answer to
that question indicated in part that "Zyprexa
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A.  Not that I know of, no.

Q. Would it have been wrong for
them to do so?

A.  No, it would not have been.

Q. Did Eli Lilly position
Zyprexa for behavioral disturbances?

A.  Again, I don't know who "Eli
Lilly" is but not that I know.

Q. Did Eli Lilly position, to
your knowledge, Zyprexa for anxiety
disorders?

A. The reason why I'm struggling
is we had a lot of planning documents that
talked about positioning for a product that
doesn't go off until 2011. So it's really
hard to say what all plans went into which
indications.

Q. Was Zyprexa indicated for

WOONOUIHWN =

behavioral disorders," was there a particular
reason you chose that term?

A. Idon't recall any particular
reason, no.

Q. Wasn't the reason you chose
that term because you knew it was broad and
vague and it provided latitude for your sales
representatives to frame the discussion
around symptoms and behavior rather than
specific indications in the label?

MR. GOLD: Objection as to
form.

A. Idon't recall that being the
case.

(Whereupon, Deposition
Exhibit(s) 8 duly received,
marked and made a part of the
record.)

thought, mood, and behavioral disorders ever? 19 MR. ALLEN: Okay, sir. I'm
A. No. Those are, actually, 20 going to hand you what's been marked
general terms to talk about the various 21 as Jordan Exhibit No. 8, a document
indications we planned on having. 22 T'll provide to counsel. T'll hold
Q. Okay. So the term thought, 23 itup -
mood, and behavioral disorders were various 24 Are you refusing to hold this
Page 339 Page 341
1 terms for indications you had planned on 7 up for the jury?
2 having; is that correct? 2 MR. GOLD: He's being
3 A. It was an umbrella for 3 directed not to hold it up.
4 current indications as well as future 4 MR. ALLEN: Okay.
5 indications, yes. 5 (Document displayed to
6 the jury)
7 MR. ALLEN: We were told -
8 MR. GOLD: Is this No. 7?
9 That would be eight. I'm sorry,
10 eight.
11 QUESTIONS BY MR. ALLEN:
12 Q. And, therefore, it would be 12 Q. We asked for production in
13 wrong for Eli Lilly to promote Zyprexa for 13 this case, Mr. Jordan, and we were told by
14 thought, mood, or behavioral disorders, since 14 your counsel in the production that this
15 they are not indications? 15 document, Exhibit No. 8, came from your
16 A.  Well, that's a different 16 files.
17 question. It's not -- those are just general 17 MR. FAHEY: His counsel
18 terms that you can talk about with customers. 18 didn't tell him anything. We were
19 And then when you talk about the indication, 19 involved in the production.
20 schizophrenia is a subset of thought 20 QUESTIONS BY MR. ALLEN:
21 disorder. It's just a categorization. It's 21 Q. It was represented by the
22 not promoting for an indication. 22 defense in this case that Exhibit No. 8 came
23 Q. Wasn't -- why did you all 23 from your files. Do you recognize Exhibit
24 choose that term "thought, mood, and 24 No. 8?
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. GOLD: Well, it's two
questions, sir. Did it come from
his files is one question and, No. 2 to my question.
is does he recognize the exhibit? QUESI’IONS BY MR. ALLEN:

MR. ALLEN: No, sir, there's Was Zyprexa
only one question.
QUESTIONS BY MR. ALLE|
MR. GOLD: No objection.

MR. GOLD: Objection as to

question to you was,-sir -- listen

B WN -

form,

Q. You were -- to suggest to
11 this jury that you were anything but right on
12 top of the launch and actively involved -- it
13 was the biggest thing you did in your role as
14 of that time, August of 2000, was the primary
15 care physician launch, wasn't it?

16 MR. GOLD: Objection as to
17 the form.
18 Q. Wasn't it the biggest thing

19 you did with Zyprexa as of that time, as of
20 October of 2000, was the primary care
21 physician launch?

22 MR. GOLD: Objection as to
23 form.
24 A. No, actually it was not.

[T T e rree———— T L E

87 (Pages 342 to 345)
Golkow Litigation Technologies - 1.877.DEPS.USA




Page 374

1 QUESTIONS BY MR. ALLEN:

Page 376

So you're talking about a
document where market research, message
development, medical support, and the
calendar hadn't even been put in place. So
it's clearly a brainstorming document.

Q. And aren't mental disorders,
excuse me, weren't mood, thought, and
behavioral disorders the specific launch
statement that was given for Viva Zyprexa --
mood, thought, and behavioral disorders?

A. Again, I don't recall the

MR. FAHEY: Sir --
1 object to that as
nonresponsive.

Page 375

Page 377
specifics.
Q. Okay. Wel'll look at that in
a minute. But in this document Mr. Bandick
specifically says, though, "mental disorders
is intentionally broad and vague to frame the
latitude around symptoms and behavior rather
than the specific indications." Is that
correct?
A. But this is a point where
market research, message development, medical
support, and the creation of training isn't
even done yet so I don't know what to do with
that phrase. I don't know what he meant by
it. We still have a lot of work to do before
the launch meeting.
Q. Well, at the launch meeting
by the time that was ready --
MR. ALLEN: Exhibit No. 12.
(Whereupon, Deposition
Exhibit(s) 12 duly received,
marked and made a part of the
record.)
THE WITNESS: Are we done
with this?
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13-page document. Go ahead.
QUESTIONS BY MR. ALLEN:
. Okay, sir, are you on the
last page of Exhibit 13 which is also
Page 137

Page 395

Q. Did I read the third bullet
oint correctly or not?

A.  You did.

Q. Thank you, sir. Now I'm
2ing to the last page of this document under
xcommendations. You see the first bullet
sint under Recommendations on the last page
* this document.

A.  Page 13, I only have three

1ges so.
Q. It's the last page of this
:hibit, sir.
A.  Iknow.

Q.  Sir, it's not your job to be
e lawyer, it's just your job to answer the
|estions I present to you. Do you
derstand that?

MR. GOLD: Mr. Jordan is not
attempting to be the lawyer. He's
just trying to clarify the record
that he has Page 13. And even
though it is the last page of the
exhibit it is not, certainly, not a

11
12
13
14
15
16
17
18
19
20
21
22
23
24

| Paie 397

Now remember you talked
earlier about this altruistic motivation that
you claim Lilly had when it introduced
Zyprexa to the primary care physician market?

MR. GOLD: Objection as to
form. And it doesn't totally
characterize his testimony.

MR. ALLEN: Sir, is it -- let
me rephrase the question. I don't
think your lawyer had an objection
he just had a speech.

MR. GOLD: Itis an

objection. Go ahead.
QUESTIONS BY MR. ALLEN:

Q. Okay. Sir, do you recall
after the launch and periodically over the

Golkow Litigation Technologies -
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Page 410

Page 412

older woman having a cup of coffee. She

1 A.  We never marketed to Martha. 1 looks nice. She's in a suit, it looks like
2 We marketed to physicians. 2 to me, or maybe a robe. Nice looking lady,
3 Q. For Martha. 3 isn'tit?
4 A.  With a patient profile of 4 MR. GOLD: Do you have a
5 Martha. 5 question? Good observation, though.
6 MR. GOLD: Objection as to 6 Go ahead.
7 form. 7 MR. ALLEN: No, it's a
8 Q. Did Dr. John Buse, by the 8 question. Doesn't the second
9 way - 9 page --
10 Well, I'll talk about 10 MR. GOLD: Is the woman
11 Dr. Buse in a minute. 11 wearing a robe or -- is that the
12 What's the next exhibit, sir? 12 question?
13 (Whereupon, Deposition 13 MR. ALLEN: If you don't
14 Exhibit(s) 16 duly received, 14 interrupt I'll ask the question.
15 marked and made a part of the 15 MR. GOLD: Go ahead.
16 record.) 16 QUESTIONS BY MR. ALLEN:
17 MR. ALLEN: I'll hand you 17 Q. Doesn't the second page of
18 Exhibit No. 16. This is an 18 this exhibit, the advertisement Antipsychotic
19 advertisement that has been produced 19 Power For Routine Use, have a nice picture of
20 to us. 20 an elderly woman?
21 Exhibit 16, sir. We're 21 A. Yes, it does.
22 moving off of 15. Let me have 15, 22 Q. Is that Martha?
23 please. 23 A. Idon't know who she is.
24 That was 14. We skipped one 24 Q. Isn't this attempt to market
Page 411 Page 413
1 right now we'll come back to. 1 to Martha an Antipsychotic Power For Routine
2 Exhibit 16, this is an 2 Use promotion of Zyprexa off-label?
3 advertisement. I'll hold it up. 8 MR. GOLD: Objection as to
4 (Document displayed to 4 form.
5 the jury) 5 A. No.
6 Do you recall this
7 advertisement, Antipsychotic Power for
8 Routine Use?
9 A. Ido not, no. 9 Q. And Donna was another attempt
10 Q. Was Zyprexa an everyday 10 by Eli Lilly to market off-label, wasn't it,
11 routine drug? 11 sir?
12 MR. FAHEY: Objection to 12 A.  Well, now you're saying
13 13 "another attempt." This says for positive
14 Yeah. It was used in over 14 and negative symptoms, which is
15 4 million patients at that point, yes. 15 schizophrenia.
16 Q. Was Zyprexa intended as a 16 MR. ALLEN: Objection,
17 routine drug? It says Antipsychotic Power 17 nonresponsive, sir.
18 For Routine Use. Was antipsychotic power in 18 THE WITNESS: No, you brought
19 Zyprexa intended for routine use? 19 it back to this document by saying
20 In schizophrenia, later in 20 "another." So you insinuated this
21 bipolar mania, it was used routinely, yes. 21 one was off-label.
22 Sir, in the inside cover of 22 MR. ALLEN: Sir, I'm not -
23 this advertisement it has a picture of an 23 let me tell you just so you and I
24

24 are clear. I'm not insinuating this

Golkow Litigation Technologies - 1.877.DEPS.USA
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Page 420

1 All right, sir. Does this

2 detail piece identify Donna?

3 A. Yes, it does, on the fourth

4 page.

5 Q. Yes, sir. The fourth page of
6 this document, and in fact, though, in the
7 detail piece it is going to be on the

8 left-hand side of the detail piece.

9 MR. GOLD: What are you
10 referring to now, Mr. Allen?

11 MR. FAHEY: You're pointing
12 to the resource guide not the detail
13 piece.

14 MR. GOLD: You want to give
15 him that document as well?

16 MR. ALLEN: No. I really

17 don't right now. I think I can ask
18 him questions that are consistent
19 with the resource guide.

20 MR. GOLD: You're

21 concealing --

22 MR. ALLEN: It's called

23 impeachment. Yes, it's called

24 impeachment. If he testifies

Page 418

L A.  No. Ithinkit'sa--

14 Q. Excuse me, go ahead. You're

3 correcting me properly. There's a primary

b care resource guide that trains the sales

» force how to utilize Exhibit No. 15, isn't

5 there?

7 A.  Yeah. I think -- it looks

3 like a detail piece, yes.

) Yes, sir. It's a detail

0 piece that is taken by the sales

1 representatives to the doctors in their

2 offices?

3 A. 1 believe this is, yes.

4 Q. Yes. It's also taken, this

5 detail piece can be taken to the other

6 customers of Eli Lilly; isn't that right?

7 A.  Well, the only --

8 Q.  Sir, my question is pending.
19 A.  I'm struggling with it
20 because there's always a number at the bottom
21 of these for final approval and I don't see
22 the LY number.
23 Q.  Sir, this was just produced
24 to us by the defense.

Page 419

il A.  Okay.

2 Q. And my question was not

3 anything dealing with an LY number. But

4 let's go on with Exhibit 15.

5 By the way, these detail

6 pieces that are given to doctors are not, the

7 sales reps are trained how to talk to the

8 doctors about the detail piece, are they not?

9 A. They are, yes.

10 Q. Yes. And, in fact, the sales

11 representatives are given things like the

12 primary care resource guide training to tell
13 them how to present detail pieces such as
14 Exhibit 15 to the doctors, right?

15 A.  There are resource guides and
16 additional training that goes on, yes.

17 Q. Yes. And, sir, that wasn't

18 my question. That was part of my question.
19 The resource guides that you're talking about
20 that is part of the sales rep's training

21 teaches the sales reps how to present things
22 like Exhibit 15 to the doctors.

23 A. They do, yes.

24 Q. Yes, sir, that's my point.

Page 421
1 truthfully we don't even need to go
2 to the resource guide. If he
3 doesn't, we do.
4 QUESTIONS BY MR. ALLEN:

=

[
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1 cluster or symproms, actudily, g ve. 1
2 mean, that's part of the reason to have that
3 discussion and have the MDQ so they can
! 4 screen for bipolar mania.
) 5 Q. You said MDQ?
6 A. MDQ, yes.
7 Q. Yeah. The MDQ is the mood
8 disorder questionnaire that was only
9 released, I believe, in 2003, and the sales
10 representatives were instructed to only use
11 it with their high prescribers; isn't that
MR. GOLD: Asked and 12 right?
answered. 13 A. Idon't know if that's the
14 case or not.
15 Q. And you're not suggesting
16 that in order to prescribe Zyprexa that the
17 physicians needed to get an MDQ filed out,
18 are you?
19 A. No. But we provided various
20 tools to help them diagnose bipolar mania.
21 Q. Yes, sir. What do you do
22 when you cash your chips?
23 A. That's a term that the sales
24 organization used at one point. And it's,
Page 423 Page 425
1 actually, not a term I'm that familiar with.
2 Q. What do you do when --
3 Didn't you instruct all your
4 sales representatives, weren't they
5 instructed that during the sales call they
6 were to collect chips, collect agreements,
Is there a diagnosis of 7 and at the close of the call to cash the
schlzophrenla or bipolar mania on Donna? 8 chips and to create action?
9 A.  The Donna profile was 9 A. I heard verbiage like you
10 approved by our medical folks to represent 10 just used. Again, that was more of a sales
11 bipolar mania. 11 organization, sales process, than kind of a
12 And I think the other 12 marketing language, so.
13 important thing to note is along with these 13 Q. Sir, as I told you previously
14 we handed out, to our physicians, MDQ, which 14 I always admit when I make mistakes. I
15 was a valid screening tool for bipolar 15 forgot to ask you a question about the Viva
16 disorder. 16 Zyprexa document, and I'd like to you to
17 MR. ALLEN: Objection. 17 return to the Viva Zyprexa document, if you
18 Nonresponsive. 18 don't mind? .
19 QUESTIONS BY MR. ALLEN: 19 MR. GOLD: What exhibit is
20 Q. My only question to you is, 20 that, Mr. Allen?
21 sir, do you see a diagnosis of schizophrenia 21 MR. ALLEN: I do not kpow. I
22 or bipolar mania in the Donna profile? 22 will try to make that determination.
23 A. Now you're asking a question 23 T'll find it right here.
24

24 that -- the words, no, but the symptoms, the

MR. GOLD: Oh, good. Thank
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Page 434

and look at "Zyprexa utilization by disease 1 strategy for primary care at the time of the e
state of primary care physicians as of the 2 launch.
time of the PCP launch." Are you with me? 3 MR. GOLD: Do you have a

A.  Iam, yes. 4 question?

Q. And we have a box there. It 5 MR. ALLEN: Yes, sir. I've
says, pointing to the graph, it says 6 asked him to turn to the page.
"schizophrenia, 30 percent," right? 74 MR. GOLD: He did. He's

Al Yes. 8 there.

. And "bipolar 7 percent," 9 MR. ALLEN: Then asa

correct? 10 courtesy. How do you get a person

A, Yes. ¥ to turn to the page without saying

Q. And again, you'd have to 12 s0?
agree with me that part of that bipolar 13 QUESTIONS BY MR. ALLEN:
prescription would be not bipolar mania,
right?

A, Yes.

Q. Okay. But even taking the 30
and the seven, you add it together it's
37 percent, correct? Thirty and seven added
together is 37?

As  XYes:

Q. Therefore, Eli Lilly knew,
and this document demonstrates, that at the 23 Does it say expand Zyprexa's
time of the primary care launch 63 percent of 24 market by having primary care physicians

Page 435 Page 437

primary care physician's prescriptions of 1 treat schizophrenia and bipolar mania?
Zyprexa were prescriptions off-label; is that 2 A.  Again, a vision is what you
correct? 3 wantin the long-term. And mood is a part of

A.  Which I think proves my 4 bipolar mania. Thought is what schizophrenia
point. Before we were even there these 5 and behavior disturbances are.
doctors were using it across the board, and 6 We had an active program in
we wanted to grow the bipolar market. 7 the psychosis associated with Alzheimer's.

So I think you've just proved 8 Q. Wasn't it your strategic
my point, that they use products off-label 9 intent at the time of the primary care launch
without promotion. 10 to make Zyprexa an everyday agent in primary
MR. ALLEN: And I object to 11 care?

that as nonresponsive. 12 MR. GOLD: Objection as to
QUESTIONS BY MR. ALLEN: 13 form. ]

Q. My only question to you was, 14 A.  Given that our data showed ]
ir, didn't Eli Lilly know, even prior to the 15 that up to 30 percent of patients who were
ime of the launch of the Viva Zyprexa 16 treated with antidepressants were potentially
:ampaign, that 63 percent of the primary care 17 bipolar patients, that would make it an
»hysician's prescriptions were off-label? 18 everyday agent in the bipolar -- I mean in )

A. Yes. Without promotion they 19 the primary care physician's office.

vere prescribing off-label and we were
ocusing on the bipolar mania market.

Q. Sir, I know you're not going
2 give me any different answer. Can you
Jrn to Page 71 of this about your vision and
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Q.  Sir, at the time of the

ror iaunu 1, waililed an uic lIy]lClleLCIIIlG uala
turned over to them?
MR. GOLD: Objection as to
form.
A. Again, given I don't remember
the meeting, I don't recall that being a
desire.

<
3
4
5
6
7/
8
9 primary care physician launch you were 9 Q.  And were you advised when
10 informed that your colleagues, Chris Bomba, 10 Dr. Baker, and Dr. Beasley, and Chris Bomba,
11 Suni Keeling, Robert Baker, Patrizia 11 and Suni Keeling, and Pat Cavazzoni returned
12 Cavazzoni, and Charles Beasley had gone to an 12 from the endocrine advisory board meeting,
13 endocrinology advisory board meeting for 13 they advised Eli Lilly don't get too
14 independent endocrinologists that advised 14 aggressive and blame the diabetes you are
15 Lilly in the diabetes section. Did you know 15 seeing on the schizophrenia. Do you recall
16 about that? 16 that?
17 MR. GOLD: Objection as to 17 MR. GOLD: Objection as to
18 form. 18 form.
19 Q. That meeting that Ms. Bomba 19 A. Tjust don't remember that
20 and Mr. Keeling went to? 20 specific meeting.
21 A. Idon't remember that 21 Q. Do you recall being informed
22 specific meeting but if you have something to 22 in May of 2002 about Dr. Newcomer's clamp
23 refresh my memory. 23 study?
24 Q. Were you informed that when 24 MR. GOLD: Objection as to
Page 439 Page 441
1 Dr. Baker, Dr. Beasley, Chris Bomba, Suni 1 form.
2 Keeling, and Pat Cavazzoni went to this 2 A. I, vaguely -- I recall that
3 meeting of the endocrinology advisory board, 3 Dr. Newcomer had done a clamp study.
4 the advisory board informed them that they 4 Q. Do you recall as the brand
5 were very concerned about diabetes and that 5 manager, excuse me, the Brand Leader and the
6 it was time for Eli Lilly to come clean on 6 Marketing Director for Zyprexa, being
7 the diabetes issue? 7 informed in May of 2002, that Dr. Newcomer's
8 A. I don't remember that 8 clamp study demonstrated increased adiposity.
9 specific interchange, no. 9 You know what adiposity is, don't you? J
10 Q. Do you recall that at the 10 A. It's weight gain.
11 time Dr. Baker, Dr. Beasley, Chris Bomba, and 11 Q. Yes.
12 Suni Keeling, and Pat Cavazzoni went to the 12 A. Infact, I'm sorry, it's fat,
13 endocrinology board meeting in October of 13 basically.
14 2000, the endocrinologists told Eli Lilly 14 Q. You recall knowing in May of
15 that they were skeptical that weight gain 15 2002, that Dr. Newcomer's clamp study
16 seen in the spontaneous event reports was not 16 demonstrated that increased adiposity is
17 associated with higher hyperglycemia rates? 17 strongly associated with decreased insulin
18 MR. GOLD: Objection as the 18 action in treated patients with
19 form. 19 schizophrenia. Treatment-induced increases
20 Q. Do you recall that? 20 in adiposity, along with additional disease
21 A. Given I don't remember the 21 or treatment effects, may contribute to_
22 meeting, I don't recall that, no. 22 elevated rates of diabetes mellitus in this
23 Q. Did you recall that the 23 population." Y
24 endocrinology board, you were advised in 24 MR. GOLD: Objection as to
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