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 “They are among the most powerful
disease modifiers in all of medicine....
They are a godsend to most people.”

Tr. 170, Ln. 15-21



1996 Label - Zyprexa Prescribing Information
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ZYTREXA™
(Manzapine)
DESCRIFTION

LYPREXA (olanzapine) is an antipsychotic agent that belongs to the thisnobenzodiazepine
class. The chemical designation is 2-methyl-4—{4-metiyi- |-piperziny])- 106 -thieno{2,3-4]
[1,5Tbenzodizzepine. The molecular formla is CpHyoMNeS, which comesponds o & molscular

weight of 312.44. The chemical stracture is:
AHg

s

S,

Hanzapims iz a yellow crystalline solid, which is practizally Insoluble in water.

ZYPREXA tablets are intended for oral administration oaly.

Each tablet contalns olanzapine squivalent to § mg (16 pmal), 7.5 mg (24 pmol). or 10 mg (32
wmol). [nactive ingnedients are camasba wax, color mixture white, crospovidgone, FD&C Blug
No. I Abuenimum Lake, hydroxypropyl cellulose, hydroxypropy]l methyleelielose, lactoss,
magnestum siearste, microcrysialline celfulose, and other inactive ingredients,

CLINICAL PHARMACOLOGY

Pharmacodyraniics:

Hanzapine is a selective moncaminsrgic antagonist with high affinity binding o the following
receptors: serotonin SHT g (K=t and 11 oM, respectively), dopamine Dy 4 (Ki=11-31 o),
mmascarmic My.s (K=1.9-25 nb), histamine H; (K=T nM), and adrenergic o) receptors (Ke=19
nh). Olanzapine binds weakly o GABA,, BZDD, and § adrenergic receptors (K > 10 M),

The mechanism of action of slanzapine, as with other antipsychotic dmgs, is unknown.
However, it has heen proposed thet this drag's antipsychotic activity i mediated through 2

combination of dopamine and serotonin fype 2 (FHTZ) antagonism. Antagonism at teca ptors olher
than dopamine and SHT; with similar recopeor sffinities may explain some of the other therapeatic
and side effects of olinzapine. Olanrapine"s antagonism of muscarinic M,.; receptons may explain
its anticholinergic effects. Olanzapine’s inagonism of histamine H; receptors may explain the
somnolencs observed with this drug. Olanzapine’s antagonism of adrenecgic o recepors may
explzin the orthostatic hypetension obeerved with this dg.

Pharmacakinetics:

Olanzapine is well shsorbed and reaches peak concentrations in approximately 6 kours
folloveing an oral dose, It is eltminated extensively by firt pass metabolism, with spproximately

©Eii Lilly and Company, 1998
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1996 Zyprexa Label:
Weight Gain Information

Cepariondy Uhseroed Adweree Fveres in Shod-Tem, Plessho-Copteiicd T Thee racsl
vesranly obsorved adverss svenis associzted with the s of olsezapine (Incidence of 5% o
gresier) wnd not absered at an equivalem foridence smong placeti-ineaial patients (clanegine
imcadence ol brast 1idcs that for placeba) were;
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Adverse Reactions:

Commonly Observed Adverse Events in
Short-Term, Placebo-Controlled Trials -
The most commonly observed adverse
events associated with the use of
olanzapine (incidence of 5% or greater)
and not observed at an equivalent
incidence among placebo-treated
patients (olanzapine incidence at least
twice that for placebo) were:

* * *

Weight gain: olanzapine = 6%
placebo = 1%

(emphasis added)

e ———




1996 Zyprexa Label:
Weight Gain Information

| Wilad Sian Changes-Olmiapine is associaied with orthwearstic hypolension and mehyeseda (see
PRECALTIONE),

Wight Cakn—In placebo-contrelled, -week smedies, weight gain was reparted in 5.6% of
olanzapice pationts comparsd b 03% of placebe paiems. Clanzspine prienss grmed an aversge

patients guined greates lhm 7% of their baseline weipht, compared 1o 3% of placebe patonts. A
categarization of patiens ot baseling om the basis of bedy mess index (BMY) revealed o
sigraficamly greater effect in patients with koo BAMI comgancd (o farmal of averweighs paticnis;
nevertheles, weight gain was greaser in sl 3 olaszspiee groups compared iothe placebo group,
Duriteg |ong-term continuasion therapy with olanzapine {138 median days of exposarz), 56% of
pinzpine pationts med e crilerion fon heving gained greater than 7% of their beseline weight,
Mverage weight paiz dunng long-tsrm therapy was 54 kg

of 2.6 kg. compied 10 4n greraps (4 kg weight |os in placebo patients; 23% of olengaping ‘/

Adverse Reactions:

* * ¥

During long-term continuation therapy
with olanzapine...56% of olanzapine
patients met the criterion for having
gained greater than 7% of their baseline
weight,

(emphasis added)




1996 Zyprexa Label:
Hyperglycemia and Diabetes Information

T— Other Adverse Events Observed During the
i ——eee N Premarketing Evaluation of Olanzapine
e
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Metabolic and Nutritional Disorders -
...Infrequent:..hyperglycemia....




Medical Letter:

Zyprexa - Body Weight Changes

EYPREXA --BODY WEIGHT CHAMNGES

Wemiht chanpe has been a documenred side effec: of ambpsvchorio doug { AP use for over
¥ years| | | and both comeentivnal (i ¢ | kalopendol and chlorprosasine) aml mymesl AP
v, rependoss sertmlole, Gansmpe, and Cloasping) bave beer shown 1o be associated
with werght cligngea] 2] Hesed oo chimenl ol dota, i appears dut paticos wley hive
sl on iaprivead clinieal esposs beive abs cgpeneicnd the greed welghl gal ainl

fiirther, thas APD.assocated weight gain jends to platesu over fme] 3.4]

While the mechadizm for associaled welght ymn svwny APDR ns vt o be
appeara 1o hg relaied gn specilic rezepior stagonism  Foarher, given the malf
mijure of appeie, il is also reasonzbile fo specnlste thal welphr inmease resds
imgraved menal saie inowhich patients Bl and ta: beter| 5] he varishilicg
e perioios with nespeel Lo pnlipsechobsg drag-mraosinind wayhl gaim msers | I
phvmmenon s molalacionial, sml o G e Tt wcermng ths relaiscashy

been clenrly defined. The nhility o predion vuleerbidicy 1o APD-associnred

wiwild be n vahusble assor inclinical procico

IHagamsed holow oo Factors influcndg body w chary. hiody woight o
the Lareest Avprexa [elanzapoe clincal mnl, §1GAJ R, and coeparaive dma
coptveiomal and aivaical AP

Fac Toms INFLUESCING WEIGHT CHANE

B, of & | 7] ntahored dava S baon nge, imernatbodal, mmki-oomer, 2y
trials, MeAd[s] aecd HGRGR] in an mecmm en ideniify facicrs (kat influen
change m paticms ireeed with Avprexa, haloperidol, s risperidone Datn
IM=2335 ) wene campared using fepealid measire mmalyss of varonoe] AN
anghied mipht lcelby relevptl laciors Tee waphl chanue st Week O ped a8
These gight efors were clintesl ressonse {BPRS), wesghl geor 1o Syprneon 1
[deifined by Saseline budy mass index (BBNMIY], appetive disiurbance, s Een{.i
akmbida {Banes Akathiza Saig BAS], and parkisson symproms (Simpsca-A
felel BAS])
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vt vrimgltl B st fon ey anairheer antipsychedic

Foomars W Acssowsies oor BIEN amer Drse g FIEGAGH

Ar previously sigiecl BER was a fsctor sssecmed wilh acete wezhy chamse m HGAL
whene pa et s who wire ubderweghl prige o slaniog & e ol amipeacholic emes
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B0 heild A st m Figane 3, U weiyhn g of high B AL parens plideaiisd
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Medical Letter:
Zyprexa - Blood Glucose Changes

EXECUTTVE SUMMARY

ZYPREXAM-BLOCD GLUCGOSE CHAMGES

The sy bylow ocisder covcirmwd key Wiforncanon for soty review. uflurmarion
v hdend may periain b frial parthods ard lefoatios, patienr popalane, mow-erdaomn
iy, avad wanh el rformation; wiare oo fed imformaiion i irectaadedd i T mvecdicnl
rexponse dener thas follows s semmers,

Varioes prycholiopic medicaions, inciuding Zyprexs, bave been temporally
papiecibed with Licalmem-emergen dabetes mellites and releted disordes s
published reports, product labefing. and other reporss. Information from controlled
triaks is needed Becnupe anscidotal repans are of [itle ose in estimating the
frequency of sech ndverse events, the refacive libelihood of events during westmes
wizh one agem or another, o the natene of the rebatizaship of the event o restmen,

Ome of the Rargest sources of eostenlied dacs on this tapic is the Zyprex clinical
gl dujabage, During head-to-bead trials, clinically disgrosed tremment—emesgent
disbetes mellmms coaired al similar incidencs i palienty with shizophrenia om
Eyprexcs (0.3} compared 1o haloperided (0.4%), i patenls #ith schizophienia on
Fypresa {068} compared Do risperidons (0.6%4), and in parsems with bipolsr
disorder on Zypresa (0.0%) compared w dhalproes sodaem (0.85%),

Across commlled schizophrenia trinls wilh actee comparztons (raximum eapoise
52 weeks), mean rendam pesma glucose ineseased Gom 3.2 10 4.6 mgddl. [0.08 10
0:26 mmol/L] if patieris bicsed with Zyprens, While the mtveust |8 mean glucrse
daring trestmeet with Zypresa was sigralicamby less tham tha abmerved with
clorapine, i was nod significasshy different fom that observed oo rispendone and it
wils stazislicad]y greaser than thet ohserved on baloperidad

Becgese i may be diffiosl 1o make conchmons regarding ibe climcal significance
of emali ar moderale mesn random ghicose chanpes, a secand anslysis explored the
estimated itkelibood of an individaz] #xpermncing intrease &t or abave any of fous
potlentially imponant readom glucoss tsresholds 126, 140, 560, and 200 =p/dl.
(o, TE §9 11.1 mmaolll, respectively) The likelikood of remching any of those
thresholds wiibs on Fyvpreva dod noet agnificansly difer fram haloperidol or
risperidone  Patients treated with clozapine were significantly mose likely 1o
oxperesce elavation al ar above the 126 or 140 mptEl thresholds ten patents
urented with £ vprexn

ZY 9873

a9y

Page

* A largs epidemiologic sy wes comducied using prescriplion cladns Sxie frors the
Advamce PCS daiabase in the Uniled Swtes o this wody, compandsle increases &
misk of digbees weie olderved in patbents wesiod with both conventiong] ird
alypicsl amipavchatis in companscn ba n relirence populmion Diabetes sk way
companable in Eyprec-troaied pagenis versus haloperidodsireased patienis, 55 well
s in Typrexa-reabed patienit verni risperidome-treated patisme

+  Climacal and research aention to the sue of elzred gluoose homecstzsis in
wivisable bocause it s quive cear 1hat dubetes melimes is common im the gencral
popoiniee sud n pRckamc prectice. A rurmber of facues o iner cass 1Fe nisk
fid @ partiasle individusd {08, Rmily batory, ethwicily, see, obisily, bekaviorg!
factors, amd baseline ghoomec oontrol). These risk feciors appear spplicable o
PROCTEs recebving pRpchotropic emment  Importanaly, & series of sepans oer
many decadey mugues thal peychikizic jlneas el may be g messing®a sk fcrar,
with ries of disbelis x beas double thioss in riference popalsisns. [ remaing
unclar bow mach, o any, of chis nek & sssocisied with [resement, ked et her
suth putsthee mak viries aoross reamnenis

» A sumber of the snecditally d capex o e disbetrs
presemted with severs soure m'r.phu.tm mich as duhﬂu' I-cunlddml:- Ths
iphidaizes thet diahebed is am ireporiant wsot, b fach soete commplications are
thernselves Eifficuli 1o Sudy, in il teey ere &0 et o g efamalad e ol
T HHA) Zypeeraireesd parients)  Eypeens, ragenidone, mnd placebo fave beea
oompared o & rendomimed Audy ® aomal votunueers esing » hyperolypeemic
vhamp, which is & sensilive approach to assesing capacily for insulin seretion.
Srperrmoem of insulin secresion could poterdially be a Yk io diabeiic beicacidoss,
Yoot mach 4 Beik was ot sbgrantissed b this ressargh. The wrudy found no evidenas
Ihat eithes Typres of finperidime Srecly ispas pancrentic ot 2e1] funetion and
hence does nod seppord fhis 1ype of connection po dabeii ketoacidoais

SUMBMARY

Imfrmarion from Geach o-head randomized clinical irals of oo | year's dursron aod
Troam i larpest svailable spideminlogical incidence stody, does net demonsirete chaically
Anse ] Bt enesd of Tkt of Irtstmer-erurperd glutese elevstions dering erestmers with
Zyprens compared 10 other paychooopic medicalions. Howess, evailsble kiowiedpe
sagpesis b prychiamic parens (ol lean those wirh sohizcphrenia] heve subaanal
ot ind prevalence of ype 2 disketes maliinas. This ceninly suppons the prafioree
ol alierclisg i the general heath of poychisinic paiwms, including glycemic cenirol

2 8973
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Medical Letter:
Zyprexa - Weight Reduction and Management

EXECLTEVE SLMMaRY
AYPRERARSMW ERIH BRDUETHN AR WA AL EVIEN

i AT e
T rlenesw aidar exsinredi

Y Jir

W T e eeningnleng:

v ag o eerpleia el

wageraeil By iy 1 3 e B

e P T tesial Avetiogdy aod |

i
Teed Fbor o

o 4l n*'..,:l'p.-li;w- with soveae cmdd parsdsent mental ilisiovrglore, wch
lercig aned bipodir dasonder, ane ovsracighit or obess prive
phemwcathempy. Weizhl paan dur Lpsycholae therpy thoth Uvmcal and atypecal )
| ik ellit @ presachianime e d APER des Toir over 5 v

| werelone, w uil_.'lll [UHTEEC R ETR 3 TTE B AR T only mrpornn o ey weneil
papalin iem, B 153 bor paatients seble sclugsophocm i

lizis e it oo eni

- l"mp‘.; Sasglime asscesmenls will asisn 3 chingcram wanh the ilh.il.li:\' e oo and daewec
there pikiceits ol miay et licrsiscd risk for weight gain daring astips veholic drpg
breatinemt. Matieny vl Bkl y Lo i woh el e & shghl ol Bl v L
sEariame & comir il pnips s hobic ireabment, base the bost chinncal respomse during
ireniaenl, il may copeericnee imcvesscil sppciste diing treaiment

® e firsl shepoin effective patisnt care anvoboes cosmeelmg 18 padizm sbonl 1he reason
For b insatinent gl potemidal ks s mportan o cmpiiease Ul the reiean a
perwar wald B ko @ peovcholrone medicaton s Tiesd and Forcmosl K belp make
o foed Betier When intistrning 3 pateent of the sk asocrated with iy seament,
bl perssibile slde effeets shoaild be mentnned

*  When patients ore dertiGed Gee bebig a1 ash for experienting weigln winin, earky
imvtirien of weigeli ssimement will pssist with patiean care, The ge

mksig il sheill macisk: preneis i asl w

s, lomies lovep aadn
i|.,.c-.'|'.':|f1b,- Tyl w ;'-'!_::I::, il i e grw gighd, oy w i.f_.ll rechectione. For oa <':W|,:"_ 1]
patients, & copegonpbbe goal 15 a 5w 104 bodw wedght redactson over 2 Geppoith periced.
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Hyperglycemia/Diabetes Data on Demand
Resource Guide (September 2001)

e o babrp be bt
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You should consistently probe
your physicians in every call,
even those customers who have
not voiced concerns in the past.
Remember, many physicians do
not proactively bring up the
diabetes issue....
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Additional Weight Gain Information
Provided by Lilly (2000)

WEIGHT CHANGE RANGING FROM
WEIGHT LOSS TO WEIGHT GAIN
= Tho majority of patiesss
taking T¥PRENA
mugeriEnced modesd or
o wisighd gain

= Mi% of petmris om
EYPRENA eifher bost
wl gl Tereairved Einkde,
er gined up e 10 kp
(22 Ihe} ovar ] years

& Parcailags of paliints
whi ganed in ansess of
20 gy b Iies) weas B3

TIME
For paiserts wha

gavinesd waight while
Laking ZYFREXA!

bt o i3 = Weight gain plmwausd
| v e

W £ I Ly e o i i
=t b platsd after the it 38

wesaks of reatmest

w Mbeam long-tanm LOCE

Bcagner, e,

» 70% of patients on ZYPREXA either
lost weight, remained stable, or gained
up to 10 kg (22 Ibs) over 3 years

« Mean weight change plateaued after the first
39 weeks of treatment

« Mean long-term LOCF weight change with
ZYPREXA plateaued at 6.26 kg (13.8 Ibs)



Hyperglycemia/Diabetes Information
Provided by Lilly (February 2001)

nzapi

Psychotropics and Diabetes

Patients treated with ZYPREXA had rates of diabetes and
hyperglycamia comparable to those in patients treated with
risperidone and haloperidol in clinical trials."*

wrpent disbeftsn in longer hesd-So-hasd schinophnenia triale

al
T — P —
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Averages random ghacose levels across all patients
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Lilly Market Research

SEFTEMBER 2001
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In October 2000, 60% of
physicians surveyed in
market research stated that
they believed there was a
link between ZYPREXA and
hyperglycemia/diabetes.

In April 2001, that number
increased to 100% of
physicians surveyed.
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July 31, 2000

First major submission on hyperglycemia and
diabetes after more than 4 million exposures
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October 2000 FDA Letter
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The descriptive data that is provided
expresses a certain level of implied safety
with respect to treatment emergent
hyperglycemia. This reassuring language
is not appropriate for submission under
21 CFR 314.70(c) as a “Special Supplement
— Changes Being Effected” (CBE). A more
complete submission of glucose data, and
additional discussion of pooling and
analysis of this data is necessary before an
appropriate review of treatment
emergent hyperglycemia and diabetes
can take place.
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2003 Label: Class Warning
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Increased risk of diabetes mellitus in
schizophrenia

Epidemiological studies suggest an
increased risk of hyperglycemia-related
adverse events in patients treated with the

atypical antipsychotics

Data is insufficient to provide reliable
estimates of differences in risk
Monitoring recommendations

“The relationship between atypical
antipsychotic use and
hyperglycemia-related adverse events is
not completely understood”
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Although we believe that the labeling changes
accurately reflect the currently available
information about antipsychotic use and
diabetes mellitus, we acknowledge that
additional labeling changes may be required as
new information becomes available. Areas that
require additional research include, but are not
limited to, identification of subpopulations at
greatest risk for diabetes mellitus adverse
events, exploration of the relative risk for
diabetes mellitus adverse events among the
different antipsychotics, and evaluation of I
potential mechanisms of action.
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2007 Label

Abnormal or borderline glucose levels at
baseline: important risk factor for further
glucose increase.

While risk estimates are inconsistent, the
association between atypical antipsychotics
and increases in glucose levels appears to
fall on a continuum; olanzapine appears to
have a greater association than some other
atypical antipsychotics.

Significantly greater mean increases in total
cholesterol, LDL, and triglycerides were
observed in Zyprexa-treated patients
compared with placebo-treated patients.

Labeling provides information on
magnitude and distribution of weight gain
over 2 years.

Labeling provides information on glucose,
weight gain, and lipids from studies of
Zyprexa for adolescent patients.
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Note to File re Japan Label Change
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Analysis of Japanese Data on Hyperglycemic and Diabetic
Spontaneous Serlous Adverse Evenis Associaled with the
Use of Zyproxa

Glucose Dysregulation Adverse Event Reports
(Spontaneous) and Commercially Markeled Olanzaplne

in Japan
Eli Lilly and Company

Prepared for the FDA
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FDA Response to Consensus Statement
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that the treatment-emergent diabetes risk
for these drugs is wholly or in part due to
treatment-emergent weight gain.
Although weight gain is widely
recognized as a risk factor for diabetes in
the general population, the clinical trial
and epidemiological evidence has not
shown a direct link between these
treatment-emergent side effects.

* € ¥

Gerard Boehm, MD, MPH
Judith A. Racoosin, MD, MPH
Thomas P. Laughren, MD
Russell Katz, MD

From the Division of
Neuropharmacological Drug Products,
Center for Drug Evaluation and Research,
U.S. Food and Drug Administration,
Rockville, Maryland

EL 2001



David Campana,
Alaska Medicaid Pharmacy Program Manager

_—""
September 19, 2007

Q. Has Eli Lilly ever made misrepresentations
about the safety, efficacy, effectiveness of
Zyprexa to the State of Alaska?

A. Not that | know of.

Tr-298, In.12-15



David Campana,
Alaska Medicaid Pharmacy Program Manager

September 19, 2007

Q. As of March 2006, did you have anything that
you would base your contention that the
package insert was a misrepresentation of --

misrepresentation to the State of Alaska that
Zyprexa was safe and effective?

A. No.

Tr. 300, In. 3-7



