










That is correct.

Yes.
And are those called clamp

There are some secondary
measures that can be drawn from those studies
relating to insulin sensitivity, but
ultimately, the gold standard to evaluate
insulin sensitivity is the second study I was
referring to the euglycemic clamp study.

A. Yes.
Q. Do they have, is there a more

scientific term for it or is there a type of
clamp study?

A. There are types of clamp
studies. The two type clamp studies that
we're referring to are qualified as a
hyperglycemia clamp study and the second is a
euglycemic clamp study.

Q. And the hyperglycemia clamp
study will only give you results with respect
to secretion. Will it tell you anything
about resistance or a sensitivity of insulin
in the body?

1\. The primary objective for
doing a hyperglycemia clamp study, as you
stated, is to evaluate the ability of the
pancreas to keep up with insulin secretion
a situation where the, the glucose in the
study subject's blood is raised to high
levels.

08 insulin resistanCe in the body? .
09 1\. Relatively ~peak1.ng~ w~en s
10 atient develops type two d1.sbetes 1. t 1.S

P the pancreas can no longer keep up
i~ ~~~~u~~e increased insulin requirements

13 entailed in insui~nt~:~J.~;~~~:~ the ins~lin
14 Q. - s that because the insul1.n J.S

i~ ~:~sb:~~:~t~~/ in the body an~ the. p~ncreas
11 has to create that much more J.nsul1.n.

18 A. ~~a~h~sp~~~~:~~. can still

~~ secrete in~ulin, it just can' t secrete enough

21 in type t ...·o?
22 A.
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03 Q. You have done or have ~een
04 involved in studies at Lilly to determJ.ne
05 whether or not zyprexa affects. the secretiOn
06 of insulin from the pancreas; J.S that

01 correct?
08 A.
09 Q.
10 studies?
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In both studies in general
THE WITNESS: You want to

know how they're done? How the
patients --

MS. CONROY: Yes.
A. Both studies entail some very

int.e~sive monitoring of a study subject. Let
me gJ.,:,e you, sort. of ~escribe how this works.
A sUb~ect wou~d come 1.n, they would get some
~asel1.ne test1.ng. They would have an
int::avenous started and then they are on a
cha:-r fo:: hours at a time while measurements

~~o~~s~~~~r~~l;~ucose take place at fairly

Q. Can you tell me how that
works? What's the mechanism of a euglycemic
clamp study?

A.
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41. PAGE 330:07 TO 331:08 (RUNNING 00:01:33.000)

01 Q. Okay. What is it that
08 differentiates the hyperglycemia clamp from
09 the euglycemic clamp? Why is i~ the .
10 euglycemic clamp is able to. mom. tor ?r. g1ve
11 you information about insul1n sens1t1v1ty or
12 resistance?
13 A. In a euglycemic clamp we are
14 looking at, we' re intere~ted in finding out
15 how r:mch J.nsu11n is requ1red to ma1nta1n
16 normal glucose levels. Whereby in a
11 hyperglycemia clamp we t re interested in
18 finding out how much insulin the pancreas is
19 able to secrete in the face of abnormally
20 high glucose levels.
21 Q. How long has the
22 hyperglycemia clamp study or the procedure
23 been around?
24 A. r don't know, but it is a

00331: 01 very well established way of studying the end
02 points that we discussed.
03 Q. And how long has the
04 euglycemic clamp procedure been available to
05 physicians or researchers?
06 A. r don't know, but it's a
07 procedure that is done very commonly in the
08 evaluation of antidiabetic drugs.
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12 Q. Have you, or has Lilly, or
13 are you aware of studies done with respect to
14 Zyprexa or olanzapine using the hyperglycemic
15 clamp procedure?
16 A. Yes. Those are the two
l7 studies that r was referring to. One study
18 was a hyperglycemic clamp procedure.
19 Q. SO there's been one study?
20 A. Yes.

A. One study that has been
completed using the euglycemic clamp and one
that is ongoing.

Q. How many people were in the
first euglycemic study, the one that's
completed? How many patients?

A. I don't recall exactly.
Q. Was it conducted -- do you

recall who conducted the study?
A. Yes. The first study was

conducted by the Endocrinology Department at
Indiana University.
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~~ condUCtin~' that?And the ongoing study, who's

13 A.. The second and ongoing
14 st~dies.are beJ.ng conducted in, at the
15 un1.verS1.ty of -- in San Diego.
16 . Q. Who deve~oped the protocols
i~ ~~~t~~~~:~ study? Did Ll.lly develop the

19. A.. Lilly developed the protocols
20 1.n consultat1.on with the external, the
~~ :~~~~~al experts who actually conducted the
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~; study att~~Pt toW~:~t~id the first euglycemic

00333:01 A. As it relates to Zyprexa, it
02 attempted to test whether treatment with



zyprexa compared to trea ment with placebo or
another atypiCal antiP~ychotiC, Risperidone,
had an effect on insull.n sensitivity.

Q. And can you tell me what the
summary __ or summarize the _re~ults for me?

A. Yes. The fl.nd1.ngs were that

treatment with zyprexa or the other
comparators did not. have an effec::t on insulin
sensitivity, they dld not lower l.nsulin

sensitivitY,Q. Was that finding surprising

to LillY?A. Not necessarily since the
study was, specificallY, looking at potential
mechanisms for a direct effect. And while,
obviously, these were important areas to
study, we did not have an indication that we

would see a difference.Q. Were the patients or the
were the patientS who were in the study, did
they have any risk factors for diabetes?

A. No.
Q. And is that true of the

ongoing euglycemic clamp study as well?
A. No. That is a different risk

factor. Let me qualify my first answer. The
patients who were in the first study where -­
the subjects who were in the first studies
did not have any risk fact -- any known risk
factors for diabetes. This does not speak to
genetic predisposition that I refer to. That
may not be, that the individual may not be

aware of. The second study is a study
that is being conducted in patients with
schizophrenia and also includes patients who
have risk factors.
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Q. Well, let me ask you this
way. Are there any studies that Lilly is
currently conducting to determine whether
not there is a causal link between
antipsychotics and diabetes?

. ~. Yes. We continue to, to
flrst monltor, evaluate the data that comes
from any of our trials, including all the
safety d~ta, and then we are conductin a
euglyceml.c clamp study that I referred

g
to

ea~~y on lC?oking at insulin sensitivity in
pa l.ents wl.th schizophrenia.

study is ~. proSP:~~i~~es~~~~~cemic ongoing
A. It is a p .

controlled, randomized, d~~~i::~~~~d st d
10ng-term~. Would you consider thatus~~dY

. A. It is a thwhl.ch is certainly ree-month study
for a clinical tri~/ou know, of good length

09
10
11
12
13
14
15
16
11
18
19
20
21
22
23
24

00355:01
02
03
04
05

46. PAGE 354:09 TO 355:05 (RUNNING 00:01:00.200)

TOTAL: 1 CLIP FROM 1 OEPOSITION (RUNNING 00:37:30.500


