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•

Mood

_In 6.week. acute-phase trials involving schizophrenia patients. modesl elevations
01 prolactin wete seen, although mean changes from baseline to endpoint were not
statistically significantly different between ZYPREXA and placebO. A small number of
patients experienced asympiomatic eleva1ions 01 hepatic transaminase; none of these
pe11en,s developed Jaundice Of drug-induced hepatitis.

• Low potential for harmful drug interactions

• No significant change in QT interval compared to placebo
• No difference in clinically significant aTe prolongation with ZYPREXA

compared to placebo in premar\(el\ng clinical trials

• Effect on prolactin comparable to placebo

• Extrapyramidal symptoms (EPS) comparable to placebo
• in only one analysis of a placebo-controlled study, only one specifIC lorm 01 EPS, akathtsia,

was reported significantly more often with ZYPREXA at any specific dose (10.0:t:2.5 or

1S.0±2.5 mglday) compared with placebO

Favorable safety profile

• Short-term treatment of bipolar mania

• Short-term treatment and maintenance

of treatment response in schizophrenia

ZYPREXA
the novel psychotropic

ZYPREXA is the only psychotropic agent
approved for all of the following:

• No routine blood monitoring

5 years on the market, used by more than
8 million patients worldwide
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• Change in
appearance

Donna
Single mom in her mid-30s, presents in drab

clothing and seems ill at ease

'1fie! so anxious and irritable lately.·

History
• Reports she has been sleeping more than usual, has trouble

concentrating at woOt 2nd at home

• Several appointments earlier, she was talkative. eia1ed.
and reponed litHe ne€d 10T sleep

• You have treated her wilh various medica1ions including antidepressarns

•,

,

,

•

• Decreased energy

• Decreased
concentration

Favorable safety profile

•

, ,
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1.11ll1l Pl.'. ,,'IIl.JC!V>p"yr~
1991;17;<407""8.

2.H~_ MS.•I .... eNS~
I '0'98;10131:209-222.

3. '-!.,qn PA.•, O>n P!IInn 11l~;11;~HI6E.

4. Hll1brelf;h U aI. scr..."Cf'N BIJIJ.
19!*;22Pl'4-4 ]-45-li.

5.~ K. r. III FfIrI~ Sret:ll. 19se~~1:616-881.
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Incic:ence 01 treatmenl-eml1rgenl extrapyramidal
symtnorns (EPS) was signifICantly lowar than Aisperoa1
{12.S% lor ZYPFlEXA vs 22.3% for Rispwdal; P'dl34,
Mean modal doses: 17.2 mg/day tor ZYPAEXA,
7.2 mglday lor RISPerdaJ)

• Incidence of prolactin elevation significantly
lower than Risperdal"

POlentis.l complications 01 prolactin elevation may
include sexual dysttMlClion, amenorrhea. galaclorrhea,
gynecomastia. and risk of csleoporosisH

• Pregnancy category C

No evidence 01 ler<llogenidty was observed in preclinical
trials; then: are no acequalE and wen'CQI"Iirolled trialS
with ZYPAEXA in pr&9Mtti women

• Incidence of EPS significantly lower than
Risperda'· {risperidonel't
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• Depressed
mood

• Anxiety
"OX • plaCl:M \fIa21)

>- .. • Z'l'Pll£XA(n;?1)

• Irregular !§
sleep patterns ~'" "It ..

\i .. 26%

i"
#6 "~~
>

10

,

Reliable.•.
Improves depressive symptoms in bipolar mahic or mixed patients

Improvement compared with placebo at week 3 in manic
and mixed patients with substanlial depressive symptoms

(defined as HAMD~20)

••,
••

·••

, HAMD--21 is HarTlIlton RatlOg SCale klr
[)eple5$lon, consfsting of 21 itemS.

lOCf l:s Last ~alion Carried FOfWan:t

See 5hJd'ies 3 and" 0fI pages 1&-20 lor

Methodology aod Study Umi'latiOM.

~~";1~79~~fu-I~"~~:'~::;~:f~~~ ~~~;~t7~ ~i:;~'{;~'~p-~~~:-:.:~r·;-<~·-~-::·": .~...
~ I~'l .,.,. ...••........• " ¥'- -""" .,.., ••••• ~-".-:I<_ .. , ", .. , ••....•. ', ,.~• .,-,'.,.," .• ,.' ...".. •.• -, '

. .-.

Works as early as day 2
~YPREXA was statistically significantly better (LOCF)
In Y-MRS Total Score' compared with Depakote"
(divalproex sodium) (P=.031) as early as day 2

Mean modal doses were 17 mg aD for ZYPREXA
and 1400 mg BID or TID for Oepakote

Simple...
Once-daily dosing at bedtime

G
OF~

EXHffilT

PAGE ..5

ZYPr&xa
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I Y.MRS is Young Manie Ralj~ Scl'lle.
conseslil1g ot 11 items.

Y-MRS Total $cole was meaSUl'ed al days
1.2,3,4,5, S, 7, 1'<, end 21 (endpoinfJ·

Se& SILJdy 5 on pages 16-20 lor MelnodOlOg'y

and Study UrrJt&liol'lS.

006127
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• Reports little need for sleep and significantly increased energy

I Anger and mood swings are causing tJouble at work

• Previous history 01 alcohol abuse

• Hes been prescribed various medica1ions, including SSRls

and anxiotytics. with 1rt11e success

History

•My wife says I'm irritable and causing
problems at home. but I'm fine:

Middle-aged male brought in by his wife.

appears agitated and dlshevek!d

Mark

. . -

I Increased energy

• Elevated mood

I Erratic behavior

Favorable safety profile
• No black·bo)( or bolded warnings

• No routine blood moni1oring required

• Incidence of prolactin elevation significantly
lower than Risperdal' (risperidone)"

Potential complications 01 prolactIn elovalion
may include sexual dysfunc1iOll, amellOrrnea,
galactorrhea, gynE.'COn'laSlla, and risk 01
osteoporosiS>'

I SIc SILlCly: .....~ la.-ro 101 MIlho6o;:ok;.0'

....eS\lxly~.

1.1IM PII, 01. J Clin~""X'Ol
111!17;17:.0.Q7 , B.

:.Ha-n_ hlS.•' al. CNS~
19i'8;10l31:2(li. 222.

3. ~rkln PA. " .. Clin P/aml. 11l92;11:~1-.IIS6.

~. HaIt:ntldl U. et a1. Schlrophr Bull.
11lli6;22!3j:...7....ol5(.

~.A~'IiI K. ",at FwtilSlforil. 198.11:~6}:1l7£re.81.

I,
,
I
I,
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• lYfREXA ""2$
. cnr""K....

p.'I1IlJe$ ¥t ~""""

-'"" .""-",,

I V.MRS 10tal SI;cn ......~ a1 days
1.2. 3.~.!I, 6.1. U, ..,.,021 (Bndpow.).

s.o SWdy !I ()rl pagllS 18·20 \of Mu'\:"oOClology
and S\lXIy UtnllDllota.

..".."
,." ....

.." "" '/'0""

.."........ .... ·P...Q13

""........ ....
""

o '0 ~ ~ ~ ~ ~ 70 1M

Mean %lmpnMment!'l'om baseline to endpoint In V·MRS llldivll!uaillem Scores (lOCf)

\-__..l20iili"i. •• ""
p.-_a""_ .."

-- oij";'''-

Thought content

Insight

Appearance

Langue.ge/thought disorder

Sexual Interest

Increased activity/energy

speech (rate and amount)

Simple.•.
Once-daily dosing at bedtime

Sioep

Ele....ated mood

Works as early as day 2
ZYPREXA was statistically significantly better
(LOCF) in Y-MRS Tolal Score' compared wl1h

Depakole (P:::.031) as early as day 2

DlsruptiVefeggresslve behavior

Irr''tability

Reliable..•
Proven effective in treating complicated mood symptoms in bipolar mania'

\
•

i
I
I

\
I

1•

\

\
~,

EXHmlT
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I SM Study 1 00 ilaQU 1&-20 lor tt..lfw<l'''''lJi
W'Id $ludy Urrlitallo;Jr-.

1 See Study 2 on~ 18-20 klr ....,. "·'IIY
.,.,~ t.mitatloI"L

1. "{rail f'V. eI aI. J CIinP5~.nd.
1997:11:.01.....1&.

History

PQtien/s daughttr ftlls you:
"She is increasingly suspicious and gets angry easily:

Widow, living independently near her family

Martha

• Incidence oltrsatmenl·emeJgenl extrapyramidal
symptoms (EPS) was significantly lower lhan RispetdeJ
{'2.5% lor ZYPREXA vs 2'2.3% lor Rlsperdal; p,...034.
Mean modal doses: 17.2 mglda)' lor lYPREXA,
7.2 mgfday for RiSperdal)

•

.. Has been your patient fOf years; is beCOming
more dIfficult to manage with increasing agitation

.. Dozes during the day, has trouble sJeeping at night

.. 8e\leve5 people are trying to take ad-Iantage of her

.. Calls her family a1 all hours of the day and night

.. Low potential for anticholinergic side effects'

• Incidence of serious amlchOllnefgic events
not statis1icaJly diffefsnt trom placebo In
schizophrenia tlials

.. Incidence of EPS significantly lower
than Risperdat- (risperidone)"

• Low potential for harmful drug interactions

Favorable safety profile

•

•

...

, Agitation, •
, Hostility; •
,
I Suspicion•

\

I,

•,,

,

I
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2YPrexao
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•

1.1IVlPV.1t ILJC&'lPs~.-ed
;W7:17;.c7~16.

, pAi'lSSa~ and NeQa.... Sl"'diOlM Sc;aIe.

eClt'l5lf!irol; 01 30 t-.
SI'tl STudy 2 on pages 11.-20 10" MetI1o-U'li)'

and S1\ICIy !.Jmi\l'll(ln5.

"'.,...------------------:~::-:::::-III~ ",,;(051

.1Iii£t~~161t

A slgnlficantly grealer percentage of patients treated

with ZYPREXA achieved an improvement of ~40%
in PANSS Total $Core as compared with
Risperclal.treated patiems'

Simple...
Once-daily dosing at bedtime

•
•

• Suspiciousness

• Hostility

• Anxiety

Reliable•..
Proven effective in total symptom improvement

•

-

,- EXHIBIT
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,. 'IN! PV, '" al. J CllinPs~cI..
li»1;11;401-4'8.

SM~ 2 on pages ~&-20 tor loIell'oodolollY.......,,-

EXHIBIT G

PAGE /()

ZYPREIA vs Risp_1

ZYPAE,XA was significantly more effective than
Aisperdal In Improving depressive symptoms
associated with schizophrenia

1.lrlItIPV.. ...JCli1h~1891;11:.t07...,a.
S»cS1I Sc* klr~o/ ....~.....s~.
~012~~_.

s.. Slucty 2 Of\ S)llOeS 1&-20 b '-lh... 'YY .-.:I
~Uj~lllIIti..

006 32

,,. ~.tin J)'lllIltom In1II ... t"'tnl dqreIsllIt 5)'IIlptDIlt 11llplbHlMnl

~
.l'i$peIlW (Ilo<1S11 'p.= b • fli:4leiCill\fl~l6S1 ·P.:dlCl~

.~tn-157) • 'Z'l'I'HaI. In-1661 •.. .. 37%

~l ~l
" "

}i
..1j •

" "J.!.1
" "Ii 'is, , ,

ZYPREXA was significantly mou~ effective
than Rispefdalln treating negative symptoms

lYPREXA vs Rispcrda1

ZVPREXA and Risperdar- (risperldone) both were
effective in treating posrtive symptoms according
to mean improvement in PANSS Positive Score
(32% vs 31 %,1':.654)'

.. Hopelossness

.. Sadness

.. Social
withdrawal

.. Lack of
motivation

Improvement in negative symptoms and depressive symptoms'

.. Hostility

.. Suspiciousness

• Delusions

Reliable...
Proven effective in positive symptom improvement

-

ZYPREXA is the only agent i~dicated .
for both bipolar mania and schIZophrema

•

J

I .-
•
II .
I

,

~,

I
I,
, "
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1. 1.... PII. et.a. J anP$~
19511; 17:«71.... 11.

S- S\l.dY" """ papes 111-'1D lor Me:tocw.:k*'VY
and 6t\lltf l..ln'Il'... tlat&

<!, DalAl on fiI., Uly~ \..llbO<:IIClrills..

Rnpon&' c.rntd as ;';.0% iml!,o.e..,.. lrl

PA.-..s5 TOIa! s.eor. a\ wee!< 8 ClVPl1EJ(..l "",",
Rl6petdaI tt>t37). Symplom ....onri'lg~
... :t20'K ...~ In PANSS ToI8I 500.,. P'Js.
CGl·S 2.31'11. e...-.

006133

; ,..• ."""" -k"'"
: ....~
• •
I .. 92.6Dk

1I ..
I i "(
I ..

i• •• 48.8%.

I • " .. " ,.. '" ". ,,,
'"

"""'"
Relapse measured by PANSS Total Score at

endpoint (lOCF)'

When measuring response as defined by ~O%
Improvemenl In PANSS Total Score, 81.9% of
ZYPREXA-treated patients and 67.7% of
Rlsperdal-treated patients maintained response

Patients should be perirxfically reassessed to
determine the need for maintenance treatment
with appropriate dose.

superior maintenance of treatment response
for patients achieving ~40% improvement

••
• ••

-.
'. ",

En lilty· Zyprexa Products Liability Litigation
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1.Tran P'J. "" III. J Gal PsycllopNnnM:d.
i997:17;.C07...cl8.

SM SIudr 2 gn~ 18-20 Jot ....II~

""'''''''' ..........

..

• Inability to sn stili

• restlessness

006134

• -L-------s:--~SCllllb':..=.=~=...~-------

• spasms

• rigidity

• IrelTlOfS

lYPRElAvs Rispenfaf (risperid(lne)

In only one analysis 01 a placebo-conlrolled
study, only one specific form of EPS. akathlsia,
was repor1ed significantly more often with ZYPREXA
at any specific dose (10.0~.5 or 15.0±2.5 mg/day)
compared ·....ith placebo

Mean modal dose was 17.2 mglday lor ZYPREXA
and 7.2 mg/day fOT Aisperdal

EPS symptoms include:

ZYPREXA is the only agent indicated
for both bipolar mania and schizophreni

Significantly lower incidence of EPS

,
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1.itIO'lP'ol,.'"'Ja;,p,~
lGG1;I1;aol-4,8,

2.~ MS. Itt Ill. CNS Dn.9s.
1we.:10(3\':2(5.222.

3.~ PA.. tl.~ Pflarrn. 1992:11:8$1./lS6.

•.~u,~&1 ~Buof.
1119 &;22'13): 447-45<1.

5.l.JJIya K, 11 aI. FWf~ SIMI. 1988;5OlE9:B76-S81.

6. Daltl on Ne. l.JIy Rnevc:h u.c:.oralonllS.

! \JIlClft '"'" of~ PtOlllC'lln lrfd~ 10< maills.
u.n nofml: tor~ :.0",2 tlgffI'Il.

8M Stl.<ly 2 OI'IlleQe$ 1e·2I) 101 Mel!lC>dolDgy
lind Sludy Utnlte.tlot>s.

•
0.46

006135

,
45.4

". -,----------------------,--c:--
• ~e-1Ul 'k..C01

• l'tPfElA"'«I

lYPRW vs f1ispemr (risperldone)

ZYPREXA Induced significanUy lower prolactin
elevations vs Risperdal (0.46 ng/mL, 45.4 ng/ml)'

Modest elevations in prolactin were seen with
ZYPAEXA in acute-phase trials Qncidence, 34 %
\IS 13% wilh placebo}. However, mean Changes from
baseline to endpoint were not statistically significantly
diflerent between ZYPREXA and placebo,'

• Gynecomastia'

• Risk of
osteoporosisu

• Galactorrhea'"

Potential
cOllSequences 01
hyperprolac1inemia:

• Sexual
dysfunclionU

·Ameno~

Significantly lower incidence of prolactin elevation't

::/i Ulty· Zyprexa Products Liabilrty Litigation

'nrpy" Mnl PI"infiff,,' F"hihil No 00284
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1.81111., CM.tll-L&J~ 1999:
lU:23-3O,.

I ~""""""kA:wl.'lIl"~6-__~ pItk;d.

See St..ocly , on peg. 1.20 101 MttIlCI .. tIo: QJ
...:l $tucJr 1.JmjI.' ..

, P.cIrl~ 01 ~liI<r.s'"~
ScIIle IDt.r KOQ)!. No SlatiflCall)o~

~~lC"w IllKIIbO..

See 51"'" 1 lll'l JlI9n 16·20 Itt MIr1h06o\og'y
....:lSlud)o~

"--

006136
"--

,.... ~tr-1HI

I • zrnIO.I, ~'31 •.. 7.45%

h "'..
'l ..
t· ..
I

........
Projected Incidence of treatment-emergent TO
over 1 year In schizophrenia patients treated
with ZYPREXA was significantly lower than in
those treated with Haldorn

When these data were extended for a total of
700 days, the incidence with ZYPREXA remained low

Prescribing should be consistent with the need
to minimlu the risk of TO

lYPREXA~ placebo

In only one analysis 01 a placebo-controlled
schlzoptvenia study. only one SpecifIC fonn or EPS,
akathisia, was reported signifICantly more often with
ZYPREXA 8t any specific dose (10.Ch2.5 01"

15.0:2.5 mg/day) compared with placebo

Treatment-emergent EPS comparable to placebo at all dose rangest

Incidence of tardive dyskinesia (TD) significantly lower than Haldol

Favorable safety profile

, I

I
I
I ,
, . I-,

\.1,
. I

fJ Lilly - Zyprexa Products Liability Litigation

orexa MOL Plaintiffs' Exhibit No.00284
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1. Tran PY. ~ III. J C/Wl~
19&7;11:0101"'18.

2. HaImIlI" MB, II ... CNS~
1ll9B;'~222.

3.1oUrto.~ PI\. tt II CIn I'fwm. 1997:;11:851-855.

<II. Hets,1c.:tI U. tt III.~ 8uI.
Il/W>ZI3l;.447",S4.

6.NIo;a K. III III. ,cf/TllS~ 1998;s«6}:&76-S8t.

6.0a\lo on Qt, UIy~ U!xll';JIonas.

•~ 1niI <II rcwmal pmIacUn .,... tor~
18.17 fIll/I'lIl; tor MmaIeS, 2'.2~

See SIIA;ly 2 on Piop8S 1&-20 lor MEltoodo!ogy
and Sluo;lj' lJmIt'llDns.

•
0.46

006137

,
45.4

ZYPREXA induced significantty lower prolactin
elevations vs Rlsperdal (O.4S ng/mL, 45.4 nglmL)'

Modest elevations In prolactin were seen with
ZYPAEXA In acute-phase trials (incidence. 34%
vs , 3% with placebo). However, mean changes trom
baseline to endpoint were nol stalistically significantly
different between ZYPREXA and placebo."

lYPREXA Vi RisJlt!rd31~ (rispeTbfDne)

• Risk of
osteoporosiS'"-'

• Gynecomastia'

• Galactorrhea1
'"

• AmenolThea....

PotentiaJ
consequences of
hyperprolactinemia:

• SexuaJ
dysfunctionu

Significantly lower incidence of prolactin elevationll

•

I

:Ji Ully - Zyprexa Products Uability Litigation

prexa MOL Plaintiffs' Exhibit No.00284
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8_ on !*CII'IUO' ofpe~ l"!tfl~HJgus~ TOUII Soorw >3. No N1iUieally"~ cIfI••>cu '4~

• SM Stul1y 1 on pegM ''''20 lot~ WId Stt.dyl..Jorbtions..

I See Sludy , 01'\ peg. '!-2O .... ~.-.:l Stuey lnitatiof1s.

• Iflblpcqr ........,.Ir...._~~wilh_.""~L~"""'_~'_~-"*" ..y_.... ·dc»oc."fOith Z"fFFE);A lnetl lIIIilh pi- .t -none of~
1fl12l~s.. Sa.oa:s WId ..... peges 1&-20 tar Me1t ~C'lo0' WIll SlUCly I.irrIlatillr&.

\. lrwt PI,.IIl.JCIn~.1lll17;l1;o1Q7.... 11.

:2.~la,•• ld8. II1II Ill.. CNS~ 1996;1a;31:2Q9.m.

:J.M.-ken~ -. .. Cfr'l~ '.11:8$1-ass.

..HL'tnCt! U.litill.~a..'~~7..s.t.

$.~ K. 1Il" FrTJ S»'f. I;al~~.
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• Pregnancy category C
No evidence of teratogenicity was observed in preclinical trials; there are no adequate
and Vlell~controlledtrials with ZYPREXA in pregnant women

• No routine blood monitoring required

• Low potential for anticholinergic side effects'
Incidence of serious anticholinergic events not statistically different from placebo
in schizophrenia trials

• No black-box or bolded warnings

• The most common treatment-emergent adverse event associated
with ZYPREXA in placebo-controlJed clinical trials for acute mania
was somnolence (35% vs 13% for placebo)-

• Potential for increased appetite and/or weight gain

Early reports suggest behavioral and adjunctive pharmacological strategies
can blunVreduce weIght gain'

Favorable safety profile

• Incidence of extrapyramidal symptoms (EPS) comparable to placebo"

In only one analysis of a pla~ebo-corrlrolled study! only one specific form o~ EPS,
akathlsia. was reported SlgniflCantly more often with ZYPREXA at any specific dose
(10.0>2.5 or 15.0.2.5 mglday) compared with placebo

• Incidence of prolactin elevation significantly lower than
Risperdal· (risperidone)"
Potential complications of prolactin elevation may include sexual dysfunction, amenorrhea,
galactorrhea, gynecomastia. and risk of osteoporosisN

• Low potential for harmful drug interactions

::6 Lilly ~ Zyprexa P,oducts Liability Litigation
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Where clinically indk:ated (for example, pallents who have difficulty
swallowing pills. those who cheek Of spit their medication)

• Disintegrates rapidly in the mouth

• No crushing pills

• No difficult liquid dosing

• Available In 5- and 1D-mg tablets

Pt.elly"-'lonurics: zYPREXA Zyd..CClrlll1nJ~.
Z~"liIII. r~I.,11(1 \,adem.I'" 01 f!..P. 5eht,. COr;lo<lllon.

ZYPREXAe Zydis" (Olanzapine)
Orally Disintegrating Tablets

• Once-daity dosing, with or without food

• Any time of day

• No mandatory titration

• Available in 2.5·, 5-, 7.5·, 10-, 15-, and 2o-mg tablets fOf flexible dosing

ZYPREXA tablets

Simple dosing
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Methodology and study limitations

A double-blind, placebo-controlled, 4·week study conducted at 26 US sttes to evaluate the efficacy end safety
01 ZYPREXA In the treatment of mania. Patients with a DSM-IV diagnosis of bIpolar I disorder, manic or mixed,
with Of without psychotic symptoms, were randomized to receive a dose range of 5.10,15. or 20 mglday
01 ZYPREXA or placebo for a 4-week period. Lorazepam use was permitted at 2 mglday on days 1 to 4,
1 mglday on days 510 10, and none thereafter. Slarting dose 01 ZYPREXA was 15 mglday. Patients had
a baseline Young·Mania Rating Scale (V-MAS) Total Score ::>20.

Study 4

A double-blind, placebo-control1ec1, 3-week stUdy conducted at 8 US sites to evaluate the efficacy and safety
of ZYPAEXA In the treatment 01 mania. Patients with a DSM·IV dIagnosis 01 bipolar 1disorder: manIc • ed
with or without psychotic symp1oms, were randomized \0 receive a dose range of 5, 10, 15. ~ 20 ~:IX ,
of o'lanzaplne or placebo for a 3-week period. Lorazepam use was permitted at 4 mglday on days. 1 to 7
2 mglday on days a 10 10, and none thereafter. Starting dose of ZVPREXA was 10 mglda Pati ts 1..--1'

a baseline Y·MAS Total Score ::>20. y. en ........

Study 1

A double~blind, randomized, placebo-controlled, 6-week study conducted at 23 sites in the US and Canada
to compare the effteaCY and safety of ZYPREXA 5.0±2.5, 10.0±2.5. and 15.0±2.5 mglday with Ha.kkM.
15.~.O mg/day. The study involved 335 patients with a DSM·I/I-R diagnosis of schizophrenia.

Study 2

A double-blind. randomized. multicerrter, International study to compare the effICaCY and safety of ZYPREXA
vs R1sperdal. The study involved 339 patients with schizophrenia,. schlzoaffective cfiSOfdef, or schizophreniforrn
disorder. randomized to receiVe a dose range of 10·20 mg/day of ZVPREXA or 4-12 mglday of Rispen:ial.
Patients had the opportunity to complete 28 weeks of treatment.; a total ot 178 patients (52.5%) completed

the study (ZYPREXA 57.6%; Rlsperdal 47.3%; 1'=.059).

• Patients treated with ZVPREXA initiated therapy at 15 mglday tor the first 7 days of treatment. Thereafter.
investigators could adjust dose by 5 mglday every 7 days (range 10-20 mg). The mean modal dose for
ZYPREXA was 17.2 mgfday. Consistent with product labeling, patients treated wtth Risperdal began titration
at a dose of 1 mg BID on day 1, 2 mg BID on day 2, and 3 mg BID on days 3 Uvough 7. Thereafter,
investigators could adjust dose by 2 mglday every 7 days (range 4·12 mglday). The mean modal dose

tor Risperdal was 7.2 mglday.

• Treatment-emergent EPS was identified based on the following criteria: Simpson-AngUs Scale total score >3
al any pos1-basel1ne visit fIX subjects with baseline~; Barnes Aka1hisia Scale global score ~ at any post.
baseline visit fIX subjects with baseline <2.

• Patients who were previousty exposed 10 Risperdal were no1. excluded irom this study, whereas patients

previously exposed to ZYPREXA were.

51ut2y 3

"
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StUdY 5

A double-blind, randomized. 3-week. study conducted at 44 US sites to compare the efficacy and safety
of ZYPREXA vs Oepakote. The study involved 251 patients with a DSM-IV diagnosis at bipolar I disorder
experiencing acute manic or mixed episodes (baseline V·MRS total score >20), with or without psychotic
features, with or without rapid cyclIng courses.

Dosing ranges were 5-20 mglday for ZYPREXA and 500-2500 mglday (divided doses) fOf Oepakote, with starting
doses at 15 mg 00 for ZYPREXA and 750 mg BID or TID for Depakote. Mean ending doseS were 17 mg aD for
ZVPREXA and 1500 mg BID or TID for Depakote. Dosing adjustments could be made after 2 days and were based
on clinical response and plasma levels. Plasma levels were measured to assess whether Depakote trough levels
were mainlained within the targeted IherapeuUc range 01 SO-1251JglmL Up to 4 blood samples were obtained
per patient (mean, 2.7 samples); the mean value of aU levels obtained was 79.4 IJQImL.

Study 6

A double~blind, randomized, placebcrcontrol1ed. 6-week study conducted at 12 sites to evaluate the efficacy
and safety 01 ZYPREXA 1.0 and 10.0 mgIday. The study involved 152 patients with a OSM·III-R diagnosis
Of schizophrenia.

S1udy 7

Three Independent studies Wen! pooled to evaluate the treatment·emergent incidence of tardive dyskinesia (TD)
in pa1ients treated with double-blind, randomized, Haldol or ZYPREXA therapy for up to 2.6 years. A total
of 1192 ZYPREXA-treated patients and 522 Haldol-treated patients with a OSM-lII-R diagnosis of schizophrenia
p3rticlpated In one of three multicenter, double-blind, randomized studies. The first of these studies compared
several dose ranges of ZYPREXA (5.0:t:2.5, 10.Q-o.-2.5, and 15.0%2.5 mglday) with one dose range of Haldol
(15.O:t5.0 ml}/day) and wilh placebo over she weeks. The second of these studies evaluated the same dose ranges
01 ZYPREXA and Haldel, but included slow dose of ZYPREXA (1.0 mglday) in lieu of placebo. The third of lhese
studies compared ZYPREXA (5.0 to 20.0 mglday) with Haldol (5.0 to 20.0 mglday) over six weeks. Patients
responding to treatment In this study continued for up to 19 months thereafter, and ZYPREXA-trea.ted patJents
completing the 19·month extension entered an open-label study.

,. HAMD·21 Total Score is a 21-i1em observer-rated scale that assesses depressive symptoms. HAM[)..21
individual items include: depressed mood, guilt, suicide, early insomnia, middle insomnia. late insomnia, work
and activities, retardation, agitation, anxiety (psychic), anxiety (somatic), somatic symptoms (gastrointestina~.

somaUc symptoms {generaQ. genital symptoms, hypochondnasls, loss of weight (history), loss 01 weight (aclua~,
insight. diurnal variation (present), diurnal variation (severity), depersonaliza1ionldereaHzation, paranold symptoms,
and obsessional/compUlsive symptoms. )tems are rated finely (on a 5-point scale) or coarsely (on a 3·poInt
scale). Scores on the S-point scale range from 1 (absent) to 5 (severe).

-
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• V-MRS Total Score is an 11-item instrument used to assess the severity of mania. Depressive symptoms are not
assessed. V-MRS individual items incfude: elevated r'IlOOd. increased motor activity/energy, sexual iJdetest. s'e 'P.
irritability, speech (rate and amount), JanguageJthought disorder, thought content, disruptive/aggressiVe behavior.
appearance, and insight. Items are rated on a 5·point scale, with varying descripHons for each.

• PANSS Total Score is a 3D-item rating Nlstnsment that evaluates the positive, negative, and overaJI symptoms
of schizQphrenla. PANSS individual ilems inctude: delusions. conceptual disorganlzaUon, hallucina10ry behavior.
excitement, gmndlostty, suspiclousnesslpersecutlon, hostlDty, blunted affecl, emotionaJ withdrawal, poor rapport,
passive/apathetic social withdrawal, dlffkulty in abstract thinking, lack 01 spontaneity and flow of conversation,
stereotyped thinking, somatic concern, amdety, guilt feelings. tension. mannerisms and posturing, depression.
motor retardation, uncooperativeness, unusual thought content, disorientation, poor attenUon, lack of judgment
and insIght, disturbance of volition, poor lmpulse control. preoccupation. and active social avoidance. The Items
are rated on a 7-point scale from 1 (absent) to 7 (extreme).

• SANS obtains clinical ratings of negative symptoms In patients with schl20phrenla across 5 sUbscales. including
at1ective bluming. alogia, avolitionlapathy. anhedonlalasociaHty, and disturbance of attention. The 24 totaJ items
in these subscales are each rated using a 6-polnt scale (O=no1 at all, 5=severe).

• Simpson-Angus Scale tor Parklnsonlsm: The Extrapyramidal Side Effects Rating Scale, commonly refeued
to as the Simpson-Angus ScaJe, is a 10-ltem instrument used to measure drug-Induced parldnsonism.
Simpson-Angus individual items include: gait. arm dropping, shoulder shaking, elbow rigidity, wrls1 rigidity.
leg penduJousness, head dropplng, glabellar tap, tremor, and salivation. lIems are raled on a 5-point scale
from 0 {complete absence of the condition} to 4 (presence of the condition In extreme form).

20
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dry mouth (33.6% vs 6.3%)

dizzIness' (18% vs 6%)
trem()( (6% vs 3%)

headache (15% vs 11 %)
rhinitis (9% 'IS 14%)

increased appetite (12.0% vs 2.4%)

dyspepsIa (11% vs 5%)
asthenial (15% vs 6%)

weight gain (16% vs 8%)
depression l6% V$ .,., %)

• CQSl,I,RT...", lar r-=-*WItsat.. cl:>j+ II "It. ~wx.
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Hemodynamic effects
In premarite\ing trials, some patients taking ZYPREXA. experienced orthostatic hypotension associated with
dizziness'; tachycardia': and, in some cases, syncope (15/2500, 0.6%).

somnoleoce {39.2% V$ 20.6%}
nausea (iO.4% \IS 28.6%)

Other treatment-emergen\ adverse events reported in ~5% of patients and significantly greater for ZYPAEXA vs
divalproex included tremor (9.6% vs 3.2%), neck rigidity (72% vs 1.6%). speech disorder (8.0% vs 0.8%), and

sleep disorder (5.6% \IS 0.8%).

Common and s\gniflc8ntly different adverse events (p<.01) in a bipolar mania trial of ZYPAEXA

vs divalproex were:

•
The most common treatment·emergent adverse event associated with ZYPREXA YS placebo in
short-term. placebo-controUed bipOlar manta trials was somnolence' (:.15% \IS 13%). Also observed

(ZYPREXA YS placebo) were:

dry mouth' (22% \/S 7%)
increased appetite (6% 'IS 3%)
constipation t1l % vs 5%)

anxiety l19% YS 17%)
insomnia ('" % \/S 14%)
nausea (4% lIS 10%)

Additional prescribing considerations

The most common trestment-emergent adverse event associated with ZVPREXA vs placebo in &-week
schizophrenia trials was somnolence (26% vs 15%). Also observed (ZYPREXA vs placebo) were:

postural hypote
n

slon (5% VS 296) constipation (9% vs 3%) dizziness (11 % vs 4%)
akathisia (5% YS ., %) personality disorder' {8% vs 4%} weight gain (6% vs 1%)

The most common treatment-emergent adverse event (reported in 2.10% 01 patients) with ZYPREXA vs
risperidone in a schizophrenia trial was somnolence (26% \IS 24%). Also observed (ZYPREXA liS risperld

one
) were:
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Transient. asymptometfc eleva1lons 01 hepatic transaminase
In placebo-controlled schizoptyenia studies, dink:aliy significant AlT (SGPT) elevations~ times the upper limit of
the normal range) were observed in 2% (61243) of patients exposed to ZYPAEXA compared to none (01115) of the
placebo patients. None of these patients experienced jaundice or drug-induced hepatitis. Periodic assessment of
transaminases is recommended in patients with significant hepatic disease.

Effect on prolactin comparable to placebo
Modest elevations in prolactin were seen with ZYPREXA in acut~phaseschizophrenia trials flt'lCidence.
34% '/s 13% with placebo). However, mean changes from baseline to endpoint were not statisticaJly

signiflC8l1tly dlHererrt between ZVPREXA and placebo.

As with aU antipsychotic medications, the 1ol\owing conslderations should be taken into account when
p<escnbing zypREJ(A:

N
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Tardive dysklnesla {TOl-prescribing should be consistent with lhe need to minimize TO, If ils signs and

symplOms appear, discontinuation ShoUki be considered.

Seizures-occurred inlrequenUy in premarketing clinical trials of ZVPREXA (2212500, 0.9%). Confounding factors
may have contributed to many of these occurrences. ZVPA.EXA should be used cauUously In patients with a history
of seizures or with conditions that lower the seizure threshold. Such conditions may be more prevalen1 m patients

age 65 or older.

Use in patients with concomitant illness-in a clinical study involving nursing home patients having various
psychiatric symptoms in association with Alzheimer's disease, somnolence, abnormal gatt, fever, dehydration.
and back pain were observed more often with ZYPAEXA than with placebo. In two p1acebcrcontrolJed studies
in Parkinson's patients with drug-induced (dopamine agonist) psychosis, the following events occurred more
often wtlh ZVPREXA than wIth placebo: worsening of parkinsonian symptoms, hallucInations. somnolence,
increased salivation, as1henla, and peripheral edema. As with other CNS·acttve drugs, ZYPAEXA should be
used wilh caution in elderly patienls with dementia and/or Par1dnson's dIsease.
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