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4 Charles M Beasley Jr
11/10/69 03:48 PM
To: Norma Kim Ascroft/AM/LLY @Lilly, Anna Thornton/AM/LLY@Lilly
cC: John A Krueget/AM/LLY@Lilly _ i
Subjact: Executive Steering Committee for Olanzapine-associated Weight Changes and Hyperglycemia
Anna:
Please forward my summary of the post-marketing hyperglycemia data to Norma, she may want 10
convert it to slide format.
Charles
e Forwarded by Charies M Beasley JI/AM/LLY on 11/10/99 03:43 PM s
/Z Norma Kim Ascroft
g 11/10/99 12:10 PM
To: Charles M Beasley J/AM/LLY@LIilly, Jamie Dananberg/AM/LLY @Lilly, Lawrence _
Gelbert/ AMALY@Lilly, Mark L Heiman/AM/LLY @Lilly, J David Leander!AM."LLY@LiHv
cC Norma Kim Ascroft/ AM/LLY@Lilly
Subject: Executive Steering Committea for Olenzapine-associated Welght Changes and Hyperglycemia
In preparation of the Steering committee meeting on the 23rd, it would be greatly appreciated to
forward electromically your 2-4 slides that will be utilized in the overviews to Barbara Whitaker, Sr
Asst to Alan Breier (please cc; Norma Ascroft], by November 17, 1999, The acetates will be
collated and ready for the presentation on the 23rd. :
Thank you and we look forward to seeing you on the 23rd. I
-~ Forwarded by Norma Kim Ascroft/AM/LLY on 11/10/99 12:04 PM --
Alan Brewer |
11/09/99 05:03 PM
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- ~IS0IES i Beadiey J_:« | LLY@Lilly, Thomas F Bumol/AM/LLY@Lilly, Frank Bymaster/AM/LLY @Lilly,
Josg F Fc_.’:_ .-—.-‘r’ .,..fl..?htifi, Jamie Danar"::-'_'-.*g.r'.ﬂ.MfLL?@LHI?, Hichard D DiMar:hiI&M.’LL‘r’@Lﬂlv, H
hris -:-'.h Lgus-r :.;_‘fa_:h iy, Dong-Jing FU/AM/LLY®@Lilly, Lawrence Gelbert/ AM/LLY @LIlly, Brian
iy o '"iﬁh 'v, Mark L Heiman/AM/LLY@Lilly, Richard Deane Hockett/AMALY@Lilly, J :

..1" Ft-gr:é-..ﬂ ' _:.-‘fi’*_i'-.;ii.-.,r, Karena Meehan/AM/LLY®L iy, Edmundo MuniﬂAM!LLY@Li!I?, Steven
iy, Gregory S Probst/AM/LLY@Lilly, Eric Ravussin/AM/LLY@LIlly, Paul R Rosteck
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worma Kim AscroftvyAMA = MAN @”

AM/LLY@LIly, Alan Breler/AM/LLY@LIlly, John C Lechleiter/AM/LLY@Lilly,

August M Weatanabe/AM/LLY@Lily
subject: Executive Steering Committee for Olanzapine-associated Weight Changes and Hyperglycemia |
O i::" :'?'iﬁf::‘a.:ej v-_ei;.“.: ga:n and possible hyperglycemia is a major threat to the long-term
success of This criucally important molecule. In addition, it could be argued that Eli Lilly, with its Q |
strengins in neurcscience, metabolism, endocri ; ' Hione |
oty bl ':;:ns:, endocrinology and diabetology is better positioned than any = M
CHREEI R EEEaie ihe mechanisms and developed treatments for this side effect. Thus, ﬂ |
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we have formed a2 cross-functional action team to meet these challenges. Success of this effort will
contribute to securing the future of olanzapine and the financial heaith of our company, and likely
spur the development of next generation antipsychotic drugs (i.e. olanzapine without the weight

gain) and drugs for obesity.

A pivotal meeting of the Olanzapine-Associated Weight Changes and Hyperglycemia
Cross-Functional Action Team has been placed on your calendars for Tuesday, November 23, 1999,
3:00 PM to 5:00 PM. The purpose of this meeting is for the Executive Steering Committes,
comprised of Alan Breier, Jose Caro, Richard DiMarchi, Chris Fibiger, Stave Paul, Greg Probst ana
Gary Tollefson, to review the ongoing work, future study plans and resource needs and provide
gudance for the scope and direction for future activities. The format of the meeting will be 1:156
minutes of presentations followed by a 45 minute closed meeting of the Steering Committee. The

agenda s attached.

| want to thank you in advance for joining us to work on this important project and look forward to

seeing you on the 23rd.

agencainovZIMIg.cot
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Robert W Baker To: Charles M Beasley JTAMALLY @Lilly
ce: ‘
TOHOREND TE7E N Subject: Re: mesting with endocrinologic consultants] ]
Dear Charles -

iy ® - l

thanks. Agree regarding weight gain and we've been shifting in the direct:; :: ::;m acknn:l;iﬁgﬂ:lﬂn
fking about potential interventions. Al least within ]ha mania group testing : heet"
:;.t?it;cw?g.mendazms including that for some patients risk-benefit ratio may favor another drug with less

effact on weighl. Probably won'l be popular internally, bul we are explonng iL

From diabetes standpoint, I'm tweaking medical shdes 10 be more cautious in tone, will forward soon for
your comment.

Thanxs,

M
Charies M Beasiey Jr

/? Charles M Beasley Jr
) 10/30/2000 10:00 AM

To: Robert W Baket/AN/LLY @ Lilty

Paul Ber/AMLLY @Lilly, Alan Breler/AM/LLY @LIlly, Poalrizia CavazzonVAM/LLY @ Lilly, W Scott
Clark/AMLLY @ Lilly, John H Holcombe/AM/LLY @ Lllly, Jack E JordarVAM/LLY @ Lilly, Roland
PowelVAM/LLY @Lilly, Alvin H Rampey J/AMALLY @Lilly, Roy N Tamura/AN/LLY @ Lilly, Paula T
Trzepacz/AMWLLY @Lilly -

Subject: Re: meeting with endocrinologic consullants [‘_‘1

Agree but belisve that the emphasis on marketing approach |s (o acknowledge weight gain and not
underplay it while for diabetes to becautious until we are sure.
Charles

Robert W Baker

Robert W Baker

B i T T N S W

A 10/10/2000 09:00 AM

0: Cherles M Beasley JYAM/LLY @Liky
cC Faul Berg

- Berg/AW/LLY@Lilly, Alan Brelet/ ANLLY @Lilly, Patrizia CavazzonVAM/LLY @Lilly, W Scoft

-

Clark/AMALLY @ LIy, John H Holcombe/AM/LLY @ Lilty, Jack E Jordan/AM/LLY @ Lilly, Roland
PowsiVAN/LLY @ Uilly, Alvin H Rampey J/AM/LLY @Lilly, Roy N Tamura/AMALLY @ Lilly, Paula T

Trzepacz/AMALY @ Lilly

Subjecl. Re: meeting with endocrinologic consuitants [:_T]

Dear Charles
N
et
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Actually | think that our *takes" are about the same on this - they were quite concermed about the weight
issue and due to that or perhaps due to misunderstandings, they were locking for reasons to not believe
our analysis. | agres that they wou'd feel more comfortable with the analysis if we can secondarily
address mean changas, or adverse effects on glycemia as you've phrased it. | would add that they are
quite keen on seeing what happens 10 the subjects we've excluded (history of diabeles and/or baseline
glucose>140). If thers is anything | can do to be helpful, let me know.

Regarding the marketing side, | agree that we heard a sentiment (though not sure it is unanimous) that we
should not aggressively defend ourselves; in fact | thought we were getting suggestions 1o more vocally
tell clinicians that olanzapine may weall have a diabetas problem, based again largely on weight issues. To
me, this reinforces the need to take an appropriately cautious tone with our findings. On the other hand,
data are data and | do not fesl impelled to state the case more negatively than it appears to us; our
competitors are handling that quita nicely. | do think that what to say pending more "proof” is & key area
or medical and marketing discussion.

| appreciate your help with this and second your suggestion that any additiona) resources will be a small
price to pay for the molecule.

Best,

s e b

Charles M Beasley Jr

#  Charles M Beasley Jr
10102000 0833 AM

Alan Breiet/AMLLY @ Lty .
Robert W Baker/AMLLY @ Lilly, Paul Berg/AM/LLY @Lilly, W Scott Clar/ANVLLY @ LIlly, John H

Holcombe/AM/LLY @ Lilly, Roland PowelVAM/LLY @LIlly, Alvin H Rampay JAMALLY @ Lilly, Roy N |
Tamura/AMALLY @L_L'.iy Z
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oubject Re: meeting with endocrinologle consultants

! "I';J‘-.."ji a somewhal different take and believe that a number of Individuals in aﬂﬂndam:é did not |
(N lala -_.,r.-:-:*hp.__q ...;,..,.._‘q " o r-_. . ® [ i % = M

understand whel was being said. We should talk. There is the marketing approach and then the scientific |
analyses approach. There are 2 Issues ~ weight gain and nyperglycemia.

hese :*r'“ were really concemned about the weight gain, not only because of a diabetas risk but all the
Jier polential nealth risks, Thevy initially thouaht it mi : '
d ::b_ﬁ y initially thought it might simply be a response to Improvement in |

nia "-ﬁ_- a ;'E,r'-'l' putiters (a ra! r e v [ : -
thic ie S mhml_'_ !i 'd_'?_'he' naive view, out they ain't shrinks). When they understood thal
e ' OIrpsSycholic “normais” and animals on fixed diets (Jess concem with animals) and that

I LE 1;"’_,1 _:, 8 Wreres ""5.:-4"*..'*,;: trwar (FBe | e lallaTs \ ! :
iedasayind {r s ~liender, other than clozapine, they advocated a different marketing strategy than |
< aie laKing gy Dellsve we should "aqgaressivel: ha | . : :
e Bl R shou'd “aggressively face the issue® and work with physicians to address
- - - :’ '1-'- :. ¥ ":.'..

¥

e b A : ﬁ*:Ehgh we L:.'L‘ not get into details, they seemed more interested in
_ and behavioral approac ae ¥ Aan pharmacologic. There does not seem much 1o say about |
' SEUL, Ve KNOW iLs 2 weighty problem. When you transiate 1-2% gan of 40+

U Uw oased on S million patients, the number ls 50,000 to 100,000. 100,000
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On the diabetes side, the concem was 2Doul the use of categorical analyses. "_Iwagln;;é:\a't&{tﬂh?;bﬁﬂ
necessarily did not befleve Oui findings, but that such analySES1 iy ww S f tegorical
4ifference), a la, Fellow Simeon Taylor and others. The issue s '_lh'-“-' af‘bﬂf?'? Pk ;T‘Y Eﬂn vi*';erﬂ
analysis with respect to cut polnts defining a case. Thisls sepaciely pHIRR SR Shl::'nT the ADA
dqiabatologists dont really fike defining diabetes based on random glucoses (In SPFEE S ath i te of
web sile). The mesting helped me appreciale the ditference betweer 2 quesiions: " xffhal % t:‘-‘ 5 Dtﬂ
development of impaired glucoss tollerance / dizbetes assoclated with olanzapine g ot::ﬁ?g‘:n
ncluding placebo)? and 2) Does olanzapine adversely affect glycemia relative o other agents® TE8 i
bean attermpting o address the firs guestion. Itis probably the more clinically relevant queston. o
we have been doing & good job at addressing it with our methodology. he problom {8 he WDRRY RS
~ the cut points and the potential for big shifts depending on those cut points and the fact that we chose
the cut points (not really, they came from ADA weD site). They specifically raforred 10 I Cask he bgdng
mortured”. The last time | heard this reference was in the context of the sulcide analyses but there it was a
positive reference. The daia there had been tortured but had noi surTE"qE.rEd.' | boleve Bic e Foes
niaving into the skepticism s the magnitude of the number of cases KISEANIGL ) el g B
hand. the diabetologist, whe '“wnow" what a bad glucose is and also "know" the incidence and prBVElEncﬂ
of diabeles, probably belleve that our cut points are too high (not sufficently sensitive) but on the other
hand we find too many cases, even on placebo. Life is difficult when you can't have it both ways.

_——_———_____-_-

The group (especially 3 individuals) would feel much more comfortable with an analysis addrassing the
= tion, They want the continuous data (using all data) analyzed over time E‘L}-Vill"fiﬁg for both

t - "'"\-' '3!'- "'qr-' I 1
static (diabelic diagnosis, baseline obesity, efc,) anc dynamic co-variates (weight gain, aleration in |
huoalveamic dese). Similar to David Allison, 1 or 2 would be happy to take all our data and perform the

~omact analvses likke we dont have competen statisticians, | will e-mail 2, one US based and the other a
Brit, 1o gel there th oughts on methodology. From my crude misunderstanding of methods, these would
* be complex analyses. | will say that | believe we should have a full time, dedicated,

~ated statistical resource that does nothing but hyperglycemia, no meetings, no surveys, zilch,
until we have completely tortured the data. This would be a small price 1o pay for this molecule.

L=

With regard 1o the marketing side of this issue of impaired glucose tollerance / diabetes, the message was
ciear. Don't get 1oo agressive about denlal, blaming It on schizophrenia, or claiming no worse than other
gents untll we are sure

sure of the facts and sure that we can convince regulators and academiclans. W-L |
n was the example. Sounds exactly like what Dan Casey was saying.

e ——

- Forwarded by Charies M :,'L.'-IE-"E"‘_r JiAMALLY on 1011052000 O07:40 AM »r=—=ee——e—cemeee— A—————
Robert W Baker

A 10708/2000 03:42 PM

Charles M Beasloy JYAMLLY @ Lilly, Alan Brelet/AMLLY @G Lilly
topher C Bomba/AMALLY@LL

ILLY, Palrizia CavazzonVAM/LLY @ Lilly, Suni Keeling/AMALLY@LILLY

1 =1 wilh endocnnologic consultanls |
L i LA i = 5 e e I N . I T e — -t =t [ ¥ " i
dy 1ake was that | _~. board of academic endocrinologists was impressed enough by magnitude of
WeIg ﬁ 3 , ‘. _.‘ gr of reporis In the :;p:jt::.".c*:...s adverse even! database that they were F
2056C loward skeplicism o any analysis that did nol find higher hyperglycemia rates on olanzapine |
s o |
|
. you LNk E appropriate 1o jloox al seconcary analysis that does not exclude baseline
nais and another looking 2l mean changes In glucoss?
- t - 3l WHE -'-_'Tf:"""""I"‘L,ac'r.:ll-llri:+ |EI P Ik I i N
e el e way Uiy typically does business” are suggestions -
DT S o O '.T‘:" o 2y Nave a probiem on the glucese issue and, rather than moving [
TETs W Ol analyses, turning & inio over 1o an independent board for review, conclusions, and =
ol il - 5 ,__r -,:_":-_ :‘-I'E-E_ A= 32 N = Y Fre e - o i . 'l
3 e Sme o 1€ appropriate step, bul this alarmed the Lilly attendees when linked N |
pi-Fatite oM anson AafieeE nolet n k "~ i ] ] 1
el o sigie: i __f:...r...- dic et E"IEFTZ Know that a_raady we have sent several volumes with all O
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Thanks,

- - Forwerded by Robert W Bake/AM/LLY on 10/09/2000 03:28 PM === ~

_/’ Thomas M Brodie

10/08/2000 03:10 PM
To: Robert W BakeAM/LLY @ Ly
cC Eugene B Thiem/AM/LLY@QLILLY

™ 1

Subject Ra: meeling wilh endocrinciogic consultants l'j
Roben.....clearly, this group of Endocrinclogists (who spoke up and 1 would rate those who did speak up
as the leaders of the pack) are very concemed with the approach Lilly 's taking towards the issue thal
Zyprexia leads to diabetes. | can only hope that you and ell of the team who attended the NADAB
meeting are gaining the ear of senior leadership and ariculating this finding. Although the boards
recommendation is probably not the way Lilty typlcally does business, | da believe they made a very
strong point that unless we come clean on this, it could gat much more serious than we might anticipate.

I
Gene, John and | were very glad to provide you with time in front of this group and it you should need |
additional time al fulure meetings (next one Is Feb. 2001) please let ma know, It was great meeting you :
as well,
Regards,
Tom
|
I
|
!
II
N
e
oY
N
£
o
Lh
=
Exhibit K, Page 4 of 6
—_— - SOA Request for Clarification of
- @ WMUL 1090 Cenfdential-Subject to Protective Order T heCourte Onder ro: Other Bruge—— _ - Y
cyprexa MDL Plaintiffs' Exhibit No.01453 M <t OB
L4532 004 T2 Page 4
YAE O] 453-004 NIRRT
Yud gy




|
K B

Robert W Baker To: Charles M Beaslay JTAMALY @ Ullly, Alan Braier/ AM/LLY @Lilly,

Patrizia Cavazzon/AM/LLY @ Litly, Jamie Dananberg/AMLLY @ Lilly,
TONO/00 0240 P 'Jonn 1 Holoombe/AWLLY @ Lilly, Suni Keeling AMLLY@LILLY, Bruce

KinorVAM/LLY @ Lily, John R Richards/AMALY @Lilly
co: Thomas M Brodie/AMALLY @Lilly, James B Gregory/AM/LLY @Lilly,
Bryan Johnstone/AM/LLY @ Lilly, Jack £ JordanVAM/LLY @Lilty, Michae
B Murray/AMLLYGLUILLY, Eugene R ThierVAWLLY @LILLY, Patrick A
ToalsonVAM/LLY @ Lilly, Paula T Trzepacz/AMALY @ Ully
Subject: Lilly vist from Sam Dagogojack, M.D.

Pleasa consider meeting with Dr. Dagogojack as your schedule permits during a visit to Lilly on Friday
December B. He is an endocrinologist in Jackson, MS with particular interest in diabetes, clamping, and
co-morbidity in psychiatric ilinesses. The ML in his area, Pal Toalson, has been working to devek_:}p this
relationship because of Dr. D.'s interests and expertise, but also because he Is Interasted in working with
us. and he has relationships with two psychiatrists who are key drivers of concerms about olanzapine and
hyperglycemia: He has been a colleague and co-author with John Newcomer MD, he now is located in
the same University as Hanry Nasrallah, M.D,

The 12/8 vislt will ba consultative around marketing and sales force handiing of current data. However, |
will appreciate any time that you can spare to convey your personal actlvities and especially updating '
Sam on our data and ongoing plans, He's had several ideas that others may evaluate better than |, and
he likely will be interested in pursuing some studies himself should we be interasted. Itis | know close 0
ACNP but has been hard to schedule.,

This visit Is a supplement 1o other efforts now underway to strengthen relationships with the Lllly
Endocrine academic advisory board and consideration of assembling a board including endos to help us
in an ongoing way.
Thanks,
Robert
N
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John H Holcombe To: Christopher C Romba/AMLLY @LILLY, Eugene R
G- Thiem/AMALY@LILLY
DRR/RC0D-DaS:S £ = Robert W Baker/AILLY @ Lity, Jack E JordaVAMLLY @ Lilly, Sun
Kealing/AWLLY @LILLY, Paula T TrzepacZ/AMLLY @Lilly
Subject: endo consuitants

Gene and Chris :

| agree with the names Mel Prince gave you, including Richard Rubin. | know the latter quite well. As @
psychologist, he woulkin be ons 10 put in front of a psyen audience 1o talk about diabetes, HOWEVEH it
would be very Important to have him as a consultant along with he endocrinofogists to get his input on
how best to proceed with educating psychiatrists ~hout diabetes. He could do that better than anyene.

Ha's written several books on behavior problems in diabetas, he's intemationally recognized, and | likes
Lilly. He has a son wih typs 1 dlabetes...

Just about anyone on cur NADAB could sefve on an olanzapine board as well, with the exception of
Gene Wright and Nell Brooks. | say that because neither Is an expert in the pathophysiology of
diahetes. Of the board members, in order, that | would suggest are the following:

Bemie Zinman

Richard Bergenstal (David Kendall works with him and we might choose David Instead to bulig
relationships..)

James Gavin (doesn't coms to many NADAS meatings, but might be interested In the olanzapine Issue)
Vivian Fonseca (he Is incredibly bright)

Others not on the board, but shouid be considered are

Helmut Steinberg (spelling?) who's at IU doing the insulin clamp study with olanzapine now
Julio Rosenstock (Dallas), good friend of Lilly and a practical endo.

Ralph DeFronzo (Famous diabetologlst, has aone significant work on insulin resistance)

Of course we can come up with other names as well. | would suggest 10 or fewer for the board, but how
many did you guys have in mind?? Endos LOVE o get involved with ad hoc Issues, so | anticipate a

gooad rosponss.
| would be delighted to personally call any of the docs whom we'd like 10 invite.

'm working from home today.. Cal; _Redacted._ i you have questions.

N
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