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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Hoalth Service
, Food and Drug Admmnistretion

Rockvlle, MD 20857

NDA 2]-520/5-012

Ell Lilly & Company

Anentlon: Robin Pitts Wojcicszek, R.Ph,
Associate Director, U.S. Regulatory Aflairs
Lilly Corporate Center

Indianapolis, [N 46285

Dear Ms. Wo)cleszek: :

Please refer to your supplementsl new drug application dated Scprember 28, 2006, received Scptember i
29. 2006 submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Symbyéx I
(olanzapine/fluoxetine) 3 mp/25 mg, 6 mg/25 mp, 6 mg/S0 mg, 12 mg/25 mg, and 12 mg/50 mg (mg i
equivalent olanzapine/mg equivalent fluoxetine) capsules. |!

We acknowledge receipt of your amendments dated November 8, 28, 2006, December 11, 14, 2006,
and February 5, 20, 2007, !

This supplemental new drug opplicstion pravides for the use of Symbyax (olanzapine/fluoxetine)
capsules for Treatment Resistant Depression (TRD).

We completed our review of this application, and it is approvable, Before the opplication may be
approved, however, you must address the following issues:

Updated Information on Risks of Weight Gsin, Hyperglycemia, and Hyperlipidemis

A primary cancern with this application and the primary basis for our not tsking a final action is our
view that we lack important safety information needed to adequately update the-labeling with all
relevant risk information. In particular, we are concemed that the labeling is deficlent with regard to
information abour weight gain, hyperglycemia, and hyperlipidemia that is associated with olanzapine
use, whether takon alone or in combingtion with fluexetine. You must fully address these concems
before we will be able to take 2 final action on this application.

Defining what your response will need to be to fully address these concerns will likely involve an
inieractive process with us over & perlod of several weeks, bacause we, first of all, need o fully
understand the universe of relevant olanzapine and olanzapine/fluoxeting mmbin;linn (OFC) studies
and their characteristics. Once we better understand this set of studies and what dato pertinent 10 our |
concems were coliccted, we will be in 8 better position to provide dctailed advice on what studies ¢ |
?.c.s;;}, w!'ii:t data o prnwdF, and what additional analyses 10 conduct. In characterzing these IriaT: it: 1
-:-;11 |Ib= ImpOrtant 1o provide dr:lai_ls on what dats were collected (c.g., pissma glucose, HbAle, tot:al
cholesterol, HDL, LDL, triglyceride. and urine glucese), under what conditions (cg.. I'f.'l'.itim.' vS non-
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facting), the demographic characteristies of the subjects (e.g., pediatric vs adult, and al what intervals,
Once we have this information, we will work with you to definc what studies to pool, and What data 1o

provide to us and in what formac

Regarding data displays, an ovarsll strategy will be to subgroup patients on the basis of their status at
baszline 50 that clinicians can better understand the risks associaled with oreatment of patients falling
into different risk categorios. For example, we note that your proposed Symbyax Iabel includes
information only on proportions of paticnts who are relatively normal at baseline with regard to
random blood glucose (< 140 mg/dL), i.e., 2.9% ol such patiepts receiving OFC had on-treatment
levels > 200 mg/dL compared w 0.3% of placebo-treated pationts. However, we note that 46% of
patients who were borderline to high at bascling (140 to 200) had such on-treatment leyvels compared 10
only 5% of placcbo-trested paticents. This latter finding was based on a smal| numbcer of patients in the
OFC program, and for this reason, we would like to see such dala for the entire olanzapine program,

[n addition, we were woubled that this important finding was not included in your proposzd label. We
will want you to provide similer information based on subgroupings of patients on the basis of weight
and BMI (for weight change), and lipid findings for the lipid data. We will want you to provide dala
both on proportions of patients meeting certain on-treatment critéria and also for mean change from

baseline.

[f you fcel you have already aggregated and submitted data to address these concerns, then we ask that
you direct us to precisely which submissions these are. If, on the other hand, you have egprepated the
sppropriste daia for your own internal purposes but not subminied them, we ask you to submit them.
Your recent February 20, 2007 response 10 our January 12, 2007 Jetter regarding the New York Times
story has not been particulatly helpful in addrassing these concems,

Our overall goal is to improve (abeling with regard to these findings so that clinicians will be better
informed on what the risks are for their patients. They cannot make reasonable treatment decisions
unlil they have such information. We do not feel that current labeling for cither Symbyax or Zyprexa,
provides sufficient information on these risks, and we fully intend to insure that thess labels are
enhanced with the best available information 1o characterize these risks.

L]

Post Marketing Commitments

Long-Term Efficacy Studies

gincc TR.D 15 a2 chronic liness, you are required to assess the longer-torm effectiveness and safety of
ymbyax in TRD. Accordingly, we ask for your commitment to submit. as a Postmarketing

wmr?ilmcn_t, the rc§u!_|s of _this study to cvaluate Symbyax's ability to reduce the rick of relapse in
acurely f;'EmIHEﬂ patients with TRD. ,W° ask that you commit to submitting these results no later than 3
years alier-the date of approval of this supplemental application.

Labeling

Please submit revised draft labeling for :dentical i
enclosed bellns tat B o) packaﬁsc in‘::nf?“& The labeling should be identical in content to the

In addition, all provious révisions
included. To facilitate review of issi Wi :
e chiass your submission, provide a highlighted or marked-up copy that shows
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If sdditional information relating to the safety or effectiveness of this drug becomes available, revision
of the labeling may be required,

Foreign Regulatory Update/Labeling

We require a review of the status ofall Symbyax actions taken-or pending before foreign regulatory
authorities. Approval actions can be noted, but we ask that you describe in detail any and all actions
taken that have been negative, supplying a full explanation of the views of all parties and the resolytion
of the maner. [f Symbyax has been approved by any non-US regulatory bodies, we ask that you
provide us any approved |abeling for Symbyax slong with English trenslations when needed.

Request for Safety Update and World Literatore Updare

When you respond to the sbove deficiencies, include a safety update ns desoribed at 21 CFR
314.50(dX5)(vi)(b). The safety update should include dats from all non-clinical and clinical studies of
the drug under consideration regardiess of indication, dosage form, or dose level.

1. Desenbe in detail any significant changes or findings in the safety profile.

2. When assembling the sestlons describing discontinvations due to adverse events, serious
adverse events, and common adverse events, incorporate new safety data as follows:
» Present new safety data from the studies for the proposed indication using the same
format as the original NDA submission.
» Present tabulations of the new safery data combined with the original NDA data,

* Include tables that compare frequencies of adverse events in the original NDA with
the retabulated frequencies deseribed in the bullot above,

o For indications other than the proposed indication, provide scparate lables for the
frequencics of adverse events occurring in clinical tnals.

3. Prescnl s retabulation of the reasons for premature study discontinuation by Incorporating the
drop-cuts from the newly compleled studies. Describe any new trends or pattems identified.

4. Provide casc report forms and narrative summaries for each patient who died during a clinical

study or who did not complete a study because of an adverse event. In addition. provide
narralive sbmmarics for scripus adverse events.

5. Dcs:ribr: any information that suggests a substantia) change in the incidence of common, but
less serious, adverse cvents berween the new data and the original NDA data. .

- L]

p:;!amlng [0 the safety of Symbyax. Plnas.e provide a summary of worldwide experionce on the
i‘h ;rym?}:; [r:-r:":hdnﬁ _Inr.;lLLd: an} upcared estimate of use for drug marketed in other countries
Ould include only literature not covered in your previous submissi :
5 co! missions, We wil
::;dh};:rdi:::f::: tzﬁnyg;;:; ;;fi;zc?ﬂlh:js lmr?turc systematically, and in detail, and thlal
uid adversely affect conclusio [
4 ' ns about the safi
U;;::E};:d :1!:; :‘CpﬂﬂdShGUId alga dﬂFﬂll how the literature search was conducted, by %:;IJ:J;[
1als) and whether it relied on abstracts or full texts (including translations) of

6. Prior 10 an approval aclion, we require an updated report on the world's archival literature
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articies. The report should emphasize clinical data, but new findings in prectimeal reports of

potential significance should also be described. Should any report or finding be judged
smportant, 2 copy (transiated as required) should be submitled for our revicw.

Promotional Materials

[p addirion, submit threa copies of the Introduciory promotional materials that you propose fo use for
this product. 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 dircctly to;

Food and Drug Adminisiration
Center for Drug Evaluation and Research .
Division of Drug Marketing, Advenlsing, and Communications

5901-B Ammendale Road
Belisville, MD 20705-1266

Within 10 days afier the date of this letter, you are required to amend the application, nolify 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 Jack of response a request to withdraw the
application under 21 CFR 314.65. Any amcndment should respond to all the deficiencics listed, We
will not process a2 partial reply as a major amendment nor Wil the review clock be reactivated until oll

deficlencies have been addressed,

Under 21 CFR 314.102(d), you may request a8 meeting or telephone conference with the Division of
Psychiaty Products ta discuss what further steps need to be taken before the application may be

approved.

Il you have any questions, call LCDR Renmeset Grewal, Pharm.D,, Regulatory Project Manager, at
(301) 796-1080.

Sincerely, -

(Sev appemded alecironlc yignanes page)

Thomas Laughren, M.D.
Directar

Division of Psychiatry Products
Office of Drug Evaluation ]
Center for Drug BEvaluation and Research

Enclosure
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Symbyay salcly aad e(Trclvely, Scx Mol procriblsp R rrealion for

Symbysz.
SYMEYAX"® (cisaxapine snd flumcitie HC capsaln) fer onel

admislstraten
Izhiat U.S Approval 2003

i

| WARNING
See full proxcribing inforeviilon far complein boxed warnlnj.
: 1LD A y »
’ ' Mol al | In v -
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| nd o vihi Bor Nai row

wer | H

— — - I

| ONCREASED MORTALITY IN LLOCRLY FATITNTS:
o  locroaecd ertalizy |p ridcrfy paticals wilh demesda-retased
' peychesls comparnd Lo placche, Not ipproved By the fresiment of

patieals wikh demenili~relalcd prychoels

| A N LI BREN-ANDADCIKACENIS
CoTer { BAD4 e rd-atbesamahie s dipraden, Felaga et tdes |
RECENT MAJOR CHANGES —
Wl ' lll I-. _II IE " - IIE I-iHlI i
A e e — o a3
Conzreindicangry, Pimoiadc (4) 31006
Wamings and Frecausions, Hopawodiiny svents (5.16) 42006
Wamings aad Precautions. Seiolonin Syrdrome (5.6) 172006
Wymnpy and P"IIE'I;!-EHL H'.J-E | Cligoss I!EEEI':I‘IIE
L'I"" - ; "oy , ipeal i
~——INDICATIONS AND USAGL — -~ ——ssrnw S

SYMIYAX combincs olenzaping, s prychomopic agent brlonzing lo the
Genodenzadiazeping clan, wad Nuoxxuee, 8 sclzcive scotonin reuntakc
mhbilar, indschisd for veaunssy of.
. E‘ﬂ'ﬂlﬁtﬂp[rﬂ-ﬁ‘.—:l oe0sipicd with bipolar divorder (1 1)

Tisazneni Reviwant Depreaslon (mujor cepremive dirorder in palirnls

whe do nol rapond © 2 snudeprasznis of sdoquats dast and dwrsien
1 U synent epiredcc) (1.7)

s s DOSA CE AND ADMINISTRATION-
=  Oncodaily in the ovening, gencnlly bogimming with 6 mp/25 mg ()

~  Baczlow dosc caltiously i pautat prodispased o hypotezgive
feactions, hopatic impinneny, o with powntial for slowed mezabollsm (2))
. Discentnue pradunlly (2.4)

b The salcty ol doses above 18 m olenzapine with 7
ot Beoh ovllaed 1n elimics) grals. B = U 73 mg Mluoxaiing hag

~DOSAGE FORMS AND STRENGTILS—-

= Capavier: 3 my2S my 6 me2s g, 6
my/30 mp. 12 mp/29 I
rmg/50 mg (m sguivaleny CIVAZRpINT/Mm 2 cQuivicat nuﬂ#ﬂr:}‘;ﬁ z

- Do not uip wilh —MCEE?'R«!HUIEATIHFE i 0
. th an o withia |4 days of discont
Al lewn § woks should be sllowrd alter ool 'I“l--‘I.EIIIIWm'r Chetas
. f
VETLAE reaument wilh an MAOT (4,7 13) Ternes s
* Do nol we vy Fimoride (4, 1,15)
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Do nol o with Thiotknnd. Do not (s Thioridszine wilun § wetky
of dissontruing SYMBYAX (4, 1.44)

WARNINGS AND PRECAUTIONS—— """

Patiznls shoald be monltored for cinical wenaning and 1wicidal

Urinking nd bebaviar (5 2) . i

e Corchrovasculer odverse ovonts inchuding MLUAITS were repored more
commonly with olenzapine than placebs i mials of eiderdy panenb with

demanta-relwad piychesis (5 7)
¢ Nrourolepos Malignant $yndrome has boon reporied wath Mypcsl
iptychones (5.4)
i ™ ( 1y 1] thhn M
: I . = : |
ond LKocinied vtk knjoacidoss

v Hypaghywmu, in same COW SXUTN fod W
of hyperosmelar coms or dcath, hay been reponed in paticnt wioog
otypical anitpyychatick, including olnzaping slond &3 well of odamapine
wuken concom|andy with Nuoxetine Disbane palend Movid ba

mon lwzred rapulnty for wanering of glucose conuol. Pelim® wih ok
fectons (or isbetes should undegoe Mefting Blood glucasc Lsung al the
beginning of knd perindically duing tretment Manitor o)l praicrs fof
symptom of bypesglycemun. (3 3)

Tader)
Tiviecal il i

Scrolenip Syndromes may occur with SYMBYAX (3.6)

Dixanlinve upen agpeannce o rush ar Allerpe phenomena (3.7)

Screan fot blpalar dporder snd monnar for maniahypomenis (3.8)

Tardive Dyikincsia may deveiop sculely of ctwapically (3 9)

Orthostanic hypolenson aatoonixd with dazis ), Bohycudin,

bratycardim, and in ome patiént, synoope Ny ocows, expocially during

Inkrly) done tivation. Use cawnion in patients with cardiovarculor dgeusc,

cosebrovoaulir ducue, 8nd Miane conditrom thst covid alfext

homudymem respores (5.10)

v Uss cavuasly in pabienta sl nick for mpinten paeymonis duz ©
esophageal dywmowdity (5 11)

Ut cuaowaly in patrents with o hijory of seimacs or with condiuons
il porenuslly lowet the seizure threashodd (5.13)

o Chimemnrr e anit g pa i i8R St b

«  Asymplomatic elevations of hapstic Tansamintscy and slkaling
phoaphatasc have been observed with olanrsplaz, Poicdi a3scu menm
recammended in pihenls With hepatle discats (5.16)

«  May mncresss O risk of Bleedmy, Use with NSA) D3 or grups 1hal alles
;ﬁﬁhﬁﬁ mey potennats Ue nak of pasvomicstanl of other blesding

*  Hyponswemis (Some cod &8 with seruh sodium lowes than | 10 mmol/L)
poasibly asociaicd with the ryndroma of indppropnate Anud tretic
hormenc (STADH) have beon reporied walh fluoscting (3.16)

*  Har pountisl to impair judpmem, inking. and mowr skilla (5.17)

*  Maydsnpt kmperarure regulation (5.18) :

- lﬁ'ﬂ:&}:ﬂnfhﬂi_inn;: ::ﬂvky'.‘uu wh.hh:aﬂinn in palients with
clinkcally ol pfican: prersbe , MuTow angle glaucams,
hustery of puralyvc jlows or ﬁm:gﬁm (5.19) o

*  Usop lower doic in pabents with clivhosis (5.19)

* Moy elevie prolactin lovels (3.20)

= VUbecomtion when prescriding with or prodecit contsining elenzapine,

E;'dzr;:; (uoxemine a5 estive ingradients (i.c., Cypresa, Frozac, Sumfem)

= Fluoxcline has § 1ong climinguon hUflift ($.22)

v Moniler when ducominuing restment dince discontinosion Tymploirs
may oscur (5 7))

——ADVERSE REACTIONB— e - —
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fosrercd (€. l‘;" o0, (AMA0Ience, Wemar, vision blumed, and weighi

Tu repant SUSPECTED ADVERSE REACTIONE. con £00.
SA55773 or FDA at | 200-FDA-J0§8 or lﬁ"-fﬂ?ﬂ“m“:;'::! <X

: -:" : e DRUG INTERACTIONS——o .
UMPETIIvVes ~ cahanoed antidvy penaniive efToct (7.1)
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FULL PRESCRIBING INFORMATION

WARNING

lity In Children apd Adojuigents — Antidrpressants incrensed the risK of swiclida) thinking and

behavior (salcidaliry) In short-serm studies In children and pdalescents wilh mejor depressive disorder (MDD) and other
prychiatric disorders. Anyonas consideriog the use of SYMBYAX or sny oiter notideprexavot ta 3 child or adeleacent muat
balance this risk with tde clinical peed. Patisols who srv started o therapy shoald be abserved closely for chinical wortcoiag,
sulcidality, or unusual chaoges o behavior, Familics and caregivery thoald be advised of the need for close observarion snd
communication with the prescriber, SYMBYAX is ot approved for use in padintric patients. [Sez Waralgs ond Precoutions

(5.2) and Use (n Specific Populations (8.4)].
Pooled paslyses of short-ferm (4 to 16 weeks) placebo-conirolled frials of § antidepressant drugs (SSRIs snd others) in

children and ndolescents with malor depressive disorder (MDD), absetsive compulsive disorder (OCD), or other péychintric
disorders (a total of 24 trialy Involvicg over 4400 patlents) have revesled a greater ¢lsk of adverse cveols representing suicidal
thinking or behavior (suicidality) during the first few months of trextmend? In those receiviog antidepressant. The average risk
of such events in patcots recelving antidepressanta was 4%, twice the placebo risk of 2%. No sukcides occurred in these trials

[Ses Warndags and Precautions (5.2)).

Increaseq Martality in Elderly Patieaty — Elderly paticots with dementin-related peychosis trested with atypical
aatipsychotic drags are ot an [ocreasad ridk of death compared (o placebo. Anajyses of sevenicen placcho-controlied frials
(modal durstion of 10 weeks) In these patiects revealed » risk of death lo the drup-freated patients of befween 1.6 1o 1.7 times
thot seap io placebo-treated paticaty. Over the course of 8 typical 10-wazk controliod trial, the rate of death ip drug-<reated
putienls was gbout 4.5%, coropared o § rule of about 2.6% Ig the placabo gromp. Although the causes of death were vanied,
most of the deaths sppeared 1o be either eardiovascular (e,g., beart faljore, sudden daatb) or Infections (c-g., pusumonia) in
‘ sature, SYMBYAX (clamzapine sud Nuoxctine HCY) is oot spproved for the ireatment of patients with demenila.ralated

psychosly fsee Warnings and Precautions (5.)).

| St e Colicm oo st —msepensoa s s af e i on
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l INDICATIONS AND USACE
1,1 Bipolar Deprewvios

SYMBYAX is indicased for the trestment of depressive cpisodes aszociated with bipoler disorder

Unlike with unipolar deprassion, theve are no established i et

| . ‘ ; guldelines for the Icngth of' 1ime paticnts with bipolsr disord

CXpemiencing & msjor depressive eplsode should be treated with agents conlaining matidcprossant m-sp_ polar disorder

. ﬂu:::nrcgr_:tm of smavax_rar rmin:m'ning antidepressant responsa in this patient populafion beyond B weoks has nor '
shed in controlled clinfosl studics, Physicians who olect w uss SYMBYAX for extcaded periods should periodically
reevaluae Uie benefis and long-Term rigks of the drug for the lndividual paticnt,

1.3 Treatment Resistgnt Dopression

SYMBYAX is indlcaicd for rearment rosistant dep |
‘ ression (mojor depressive dise ' i
Z antidepreysants of adequate dose and duration In the corrent eplsode) 140 C‘ﬁm':grSruth;:n?F}umnm NSIR Tt

e — - e
- —————
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P DOSAGE AND ADMINISTRATIONR

1) Bipolar Deprassion

SYMBYAX should be adminisiered ance daily in te evening, genwrslly begianing with the 6-mg/25-mg capsale, While food
has no appreciabls cffect on the sbsorption of olanzapine and fluoxctine given individually, the elfect of foad on the absorption of
SYMBYAX has not been studied. Dosage sdjustments, il indicred, can be made aocording o efficzey and wlerability. Antidepressant
effcacy was demonstrated with SYMBYAX in o dose range of olenzapine 6 to 12 mg and fluaxeting 25 to 50 mg free Clinical
Srudies (14)).

The safety of doscy sbove 18 mg/75 mg has not been ovalusted in clinical studies.
2.2 Tresmmeal Roslstant btprr.ulun

SYMBYAX should be sdministerad oncs daily in the evening, generally begimming with the 6-mg/25-mg capsule. While food
has no appreciable effect on the zbsorption of olanzapine and fMluoxetine given individually, the effect of food on the absorption of
SYMBYAX has not been studied. Dosoge adjustments, if indicated, can be mads according to cflicacy and tolerability. Anlidepressant
cflicacy was demonstrated with SYMBYAX in a dose range of olwwazapine 6 to 18 mg and fluoxeting 25 (o 50 mg (see Clinical
Studies (14)]. The ssfoty of doses above |18 mp/7S mg has not been evaluated in clinjcal studies.

23 Specia) Papulstiony

The starting dose of SYMBYAX 3 mg/25 « 6 mg/25 mg should be ysed for patients with 3 predisposition to hypotensive
reaclions, paticsty with hepatic impairment, or patieats who wxh|bit s combination of factors that msy slow the metabolism of
SYMBYAX (femalc gender, geriammic age, nonamohing status) or those patients wha may be pharmacodynamically sensitive to
olanzapme. When indicaled, dose escalation should be performed with caution in these patients. SYMBYAX has not been
systemalically studied m patients over 65 yews of age oc in patlents <18 yewrs of age fsee Warmings and Precaulions (3.19), Use in
Specific Populations (8.4 and 8.5), and Clinical Pharmacalogy (12.3)].
1.4 Ducoptinwation of Trestment with SYMBYAX

Symploms assoclaled with discontinuation of leexcrline, 2 component af SYMBYAX, and other SSRIs and SNRs, have
been reported [see Warnings and Precautions (5.23)). :

3 DOSAGE FORM AND STRENGTHS
Capiules (mg equivalent olanzapine/mg equivnlent fluoxetine):
v JImp/25mg
» 6mg/i5 mg
* &Smg/50 mp
« 12mp/25 mg

» 12mg/50 mg

4 CONTRAINDICATIONS
The use ol SYMBYAX is contraindicsied with tye following:

. Mooowmiace Oxidase Iabiditors (MAQI) — (see Dryg Interaciions (7.13))
B Prroodide — [sos Drug Interociions (7.15)]

. Ihloridazine — [rae Orug Inkeractions (7.1§)]

S WARNINGS AND PRECAUTIONS .
51 Increased Morwalily In Elderly Paticats with Domentin-Related Paychosis

Elderly patienty with dementis-relnted psychosis treated with atypical sntipsychotic drugs are xf an increased rak of

desth compared 10 placebo. SYM :
sty BYAX v oot approved for the tregtmeat of priicots with dementin-relsted paycbosls (ser Bax

in olanzapine placcha-controlled clinical trials of elds : -

- : I-'I}’ patiens with dementia-rel - t et .

| e related psychosis, the

| C'8NZEpine-vealcd patients was significanily greaicr then placebo-treated patients (3.5% vs 1.5% ‘::;pen ! g b
>3 Clinical Worsening and Suicide Risk P by

: it 'anges in bohavior, whether
 3nd this risk may perslst unill significant remission octui TR L hn;:t;n;l:?mm I-Ik!:lhﬂ
_ ncem that
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smtideprorsants may have 8 role in inducing worsening of depression ad the CMETREneS ol suicidality in cerwln patienis.

Amidepressants increwsed the risk of suicidal thinking and bebavier (suicidality) in sbort-term studies in children and adolescents with
malor depressive disorder (MDD) and other psychlatic disordars.

Pooled chalyses of short-term placebo-controlled trials of 9 wnlidepressant drugs (SSRIx and others) in children and
adolescents with MDD, OCD, or other paychlatric disordess (o total of 24 tials involving over 4400 patients) have revesled a presier
rick of adverse events reprasenting swicidal behavior or thinking (suicidality) during the first few months of treatment in those
receiving antidepressants. The everage risk of such events in paticnty receiving sntidepressants was 4%, twice the placebo nisk of 2%.
There was comsiderable variation in risk among drugs, but a tendency toward an incresse for almost all drugs studicd, The risk of
suicidality was most consistently obstrved in the MDD trials, but there were signals of risk wising from some wials in ather
psychistic indications (obsessive compulsive disorder and sociol anxicly disorder) As well, No ruicides occutred [h any of these
trialy. It is unknown whether the suicidality risk in pediatric patients extends to longer-term use, i.c., beyond scveral months, It is 8lso

unknown whether the suicidality risk extends to adolts.

All pedintric paticots being treated with antidepressants for aoy indication should be observed closely for clinical
worieoidg, suicldality, sud usususl changes io behavior, especislly during the inlilal few moaths of v course of drug therapy,
or af tuncs of dose chamges, cither increases or decreases. Such observalon would generally include at leas! weelkdy face-to-fuce
contact with patients or their family members or carcgivers doripg the first & weeks of treatment, then every other wock visits
{or the neat 4 weeka, then al 12 weeks, and s clinically indicated beyond 12 weeks, Additlonal contact by telephone may bx

sppropriate betweeo face-to-face visits.

Adults with MDD or co-morbld dspression in the sarring of other psychklatric Hiness Deing treated with
soldepressanty should be observed sicmilardy for clisical worwsning and suicidality, espeesslly during the initial few mootbs of
& course of drug therspy, or at times of dose chaupes, siilier increxses or decreases.

The following symploms, anxiery, agitaton, panic stiecks, insomnis, irritability, hostllity, apgresaiveness, impulsiviry,
iathisia (prychomolor restiessness), hypomania, and mania, have boen reported in adult and pediatric patients being treated with
I.'-"i[.fdrpTﬂ:‘rimu for major depressive dicorder as well a5 for other indications, both psychlairic and noupsychiawic. Although a causal
link between the emergence of such symploms and sither the worsening of depression and/or the emergence of suicidal impulses has
not been estadlished, there is concem thal such symptoms may represent precursors to emerging svicidality,

| Considaration should be given to changing the therapéulic segimen, including possibly discontinuing the medication, in

patients whozc depression is persistently worse, or who are experiencing emergens suicidality or symptoms that mught be precussors w
worsening depression or svicidaliry, cspecially if thesc symptoms are severe, ebrupt in onset, or were not part of the panient's
presenting symptoms,

| _If!hc desisiop hes been made (o discontinue treatment, medication should be tapered, as rapidly as is feasible, bur with
recognition that abrupt d:scnn!lnunu?n o be associsted with cermain symptoms [see Warnings and Precautions (5.23) and Dazage
and Acministration (2.4), for a deseription of the rlsks of dlscontinustion of SYMBYAX),

| ['Tlm_ulltl And caregivers of pediairic patlents bring Irested with antidepressants for mujor depressive disorder or
olher Indrutjaah bnth paycbistric and aonpsychiatric, should be slerted about the need 1o mopilor patieats for the emergence
of ngiuﬁnm srritability, unusual chaoped in bebavior, and the other symptoms described above, g3 well 29 the emergeoce of
sujcidality, xed 1o repert such symptoms immedistely to bealib cars providers. Soch moaitoring 1dovld loclude dally
ub::.ruiirm by familes aud esregivers. Preseriptions for SYMBYAX should be written for the smallest 1
consisient with pood paticnt management, in order o reduce the risk of overdose. Famil : oy nfi.:-lpiults
dopresslon should be similaty advised » Familics and caregivers of sdults being treatzd for

It should be nated that SYMBYAX is not (s :
¢ Saas ) R A: Y {.?s‘r AX i3 -::l 2pproved Iiur vse In veetng any indications in the pediatric population.

ik , verse Events (CVAE), Including Stroke, Iy Elderly Pailests with Dementis-Related Psychosis

“eorovescular adverse events (c.p., sroke, trangiont fschemi includ; o
of olanzapine in e jents Wi e FMIC afack), including Glalitias, were reported in palients in 1r}
PIAE N Erdﬂ“}" pallm_s. With ﬂ‘ﬂﬂmlﬂﬂf:lﬂtd PrrchMis 1" l . b _ PEUEFHJI in I”ﬂlft
- 1N platebo-controlled trials, there was 2 significantly highes

incidence of cerebrovascular adverse event In nati -
. . : palients reated with olanzapine compared ¢ ‘ : :
ad SYMBYAX are not Bpproved for e Teatment of patienty with d:menlin—n:lnlt: Pirchnﬂ:;hmls realed with placebo. Olonzapine

5.4 Nesroleptic Maligngni Syodrome (NMS)
” A ;I:-u';:nnﬂ!?r ﬁ.t:l':jmp!um complex somstimes referred 1o as NMS has bezn
:d ;:?;rz - T.pg:;, Including olanmping. C)inlcal manifestations of NMS are hypcrpy
‘denee of sutonomic nstabifjty (Ireguler
2 . : pulee or blocd press 2, di ' card
A armis l ul . we, schyeardip, diaphoresis, and '
mgd I:g r::: ﬁ;n-.: ud]l: clevated crealinine Phosphokinase, myoglobinuria (rhlbdoiyu!ysis}“md l‘:l.::: rd::;glhl?ﬂ; vk
+ i .  Phos _ , sl feilure,
cases where the clinical pw::;;l:rpalhmu podei) i Mol s
$ ' includes bowh serious medical illness (c.8., pneumonia, systemie inf::;iun utc];u d . ﬂf;d:
1 -4 &0Nd Unieat Or

reported in asiocisdon with administzation of
rexia, muscle rigidity, slicred mental siatug,
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insdequately Ueated extrapyramida! signs and symptoms (EPS). Other important considerations the differentinl diagnesis include
cenmal anticholinergic woxicity, heat stroke, drug fever, and primay central nervous system pathology.

The management of NMS should Include: 1) immediae discontinuation of antipsychotic drugs sad other drugs nor essential
10 concizrent therapy, 2) intensive symplomalic geatment and medical monitoring, and 3) tresment of any concomiturn serious
medical problems for which specific Lrestments are availabla, There is no general agreement sbout speclfic pharmacologicl weaument

regimens for NMS.
If afler recovering from NMS, a paticnl requires breatnent with an antipsychotic, e patient should be carefully monitored,

ginca recurrences of NMS have been reported,
|As noted shove, we hixve reguested sdditionsl inforygaton on tresting patlents with hyperglycemin in the Approveble

Leffer. Soction 5.5 wiil be mo when wo have raviewsd the reguested Informavion, We have plsp proaped

| hyperelycemin, bypertipidemin, gnd weipht rain topether {see Foll Prejcvibhing Contents section apd order the

2pproprisfe restions bplgw to correspond to those chapges )]
$S Hyperglycemis acd Diabeles MeDltus

Hyperglycemia, in some cases extreme and associated with ketoacldosis or hypayosmolar coma or desth, has been reported in
panenis Uegled with atypical antipsycharics, including olanzapine slone, as well as oJanzapine taken concomitantly with fluoxetne.
Assessment of (he relstionship bedween atypical antipsychotic use and glucosc abnommalities is complicated by the possibility of sn
wncreased background risk of diabetzs mellitus in patents with schizophrenia and the increasing incidence of diabetes me!ljrus in the
general populaion. Given these confounders, the relationship between atypical gnlipsychotic use and hyperglycemin-related adverse
Evenls is not completely understood, Howerer, epidemiological studics suggest an (ncreased risk of treatment-emorgent
myperglycemia-relaied sdverse events in paticnts ireated with the atyplcal amipsychoucs. Precise risk cstimates for
hyperglycemia-reluaicd adverse events in paticnts trested with atypical mntipsychatics are nol ayailable.

Palients with an cstablished diagnosis of disbetes mellitus who &ro started on atypical snilpsychotics should be monilored
regularly for worsening of glucosc control. Paticals with risk factors for diabetes mellitus (c.g., obesity, family history of diabelcs)
who ATe slarting Semment with atypical antipsychotics should undergo fasting blood glusose 1esling &t the beginning of Ireatment and
Pcri:vd_:c.ajly dur.ing roatmenl. Any patient treated with atypical antipsychotics should be maonitored for symptems of hyperglycemia
Ln:h_rdmg polydipsia, polyuria, polyphsgin, and weakness, Patients who ¢evelop symploms of hyperglycemis during reament with
aty FIC-I]' entipsyeholics should underpo fasting biood glucose tsting. In somo casza hyperglycemin has resolved when the arypical
anbipsychouc was discontinued; however, some patients requircd confinuation of anti-disbelic treatment despite discontinuation of the

suspect drug.
56 Seroteain Syndrome
| | Tht @w:iwmmt of  potentlally life-threatening serotonin syndrome may occur with SYMBYAX, panticulwly with
| ;D-Fr::rn.;hnl u;; of serowpergic drugs (including triptans) and with drugs which impair metabolism of serotonln (Including MAOIs)
=TOlonIn syndrome symptoms may include menta! strus chan : '
chycardia labi ' ges (.8, agltation, hallucinstions ic instabili
| wchycardia, Isbile blood pressure, bype : : » COMB), sutonomic instability (e.p.
1 LEp , bypesthermia), nouromuscular sberration ro s o :
asucintestinal symploms (e.g,, nausos, vomitiag, disrrhea) ons (=.8.. hypenrcllexin, incoordinstion) and/or
| The concomitant wse of SYMBYAX with MAOI3 iat o :
| and Drug inierocrions (7 13 . ? intended 1o weat depression is coptraindicated [see Contraindications (4)
! If concomitant meam- ”
| obiervglion ,:fﬁ:m-_;ﬂ:m It :ZTISFSTBTTX WI!“ 5 5"’)‘4’“}1’? plamine mp‘lﬂf qﬂﬂ-l.n fﬂf]ilil-l'l) 15 l:llﬂi‘-l”’ \'I'I.I'Tlﬂtld, ful
: '+, Ricuiety dunng bestment Injturion and dose increnses fsce el ot carefy

| The concomitant use of SYMBYAX wi
| Interociions (7.20)) A With serotonin precursors (such as tryptaphan) is not recommended (Gee Drug

5.7 Allergic Events and Rasb

Sy MBT:XS_;MIWAEE:;T:’ighE conyglied cffnigi studies, the overall incidence of rash or allergic events j
3 19.6% (2/571)) was similar 0 that of placebo |3:2% (25/477)). The majority of lhf:::uu of rash and/
or

urtcario were mild: however, Uues nati - -
; : : patients disconl :
VRIS Orie S whion tocl ; : ertinued (one due fo rash, which was modernre In severity and two due 1o allergic

In fluoxetine US clinjeal pudi
£3, 7V of 10,782 fluoxetino- :
Among the cases of rash and/or urticar: ;! dictne-Urealed palients developed yari
becatise of the rash and/er :;:{ucfm reporied in premarkesing clinlcal swadles, glmost fcﬂli:d :::us '-‘rpu;: d:rf rshes and/or unicwia
Yy “C 318NS OF Symploms associated with Ure rash. Clinlcal findings r:-::td in o ke
N sssoaiation with rash

I : * EI } ]
Uansem fase ﬂ:ll._]::n. '| ICH P-'l-ﬁznl; impru\fﬁd pmmplty 'lh'"h di’tﬂﬂli:‘t -l I - I

antihi ' r '
inisiemines or steroids, and gl PANICATs experiencing these tvents wer
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: : - loped & serious culancous systemic illness. In
: \n Auoxetine premarkating elinical studics, 2 paticnis A F.U'EDWT] w have develop | - A S
neither patient was there wn uneguivocal diagnosis, but | wis considered to have a leukacytociasac vmlm and the other, 3 '
desquamming syndzome that was considered vasiously 10 be 8 vasculiis of erythema multiforme, Other palents have had Sysiemic

syndromes suggestive of serum sickness,

Sincs the introduction of fluoxetine, systemic events, possibly relaied o vasculitis, have developed in patienls with rash,
Although these events are rure, they may be serious, involving the lung, kidney, or liver. Death has boen reported to occur in
association with these systemuc events.

Anaphylactoid events, including bronchospasm, angiocdems, and wticaria slone and in combinalion, have been reportcd.

Pulmonary eveals, incloding inflammstory processes of vying histopathology and/ar fibrosls, have been reported rarely.
These evenls have occwred with dyspriea as the only preceding symptom,

Whether thesa sysiemit events and rash have a common undeziylpg cayse or are due (o different ericlogies or pathogenic
processes is not known, Furthermerz, a specific underlying immunologle basis for thcso ovents has nol been Identified, Upon the
appearance of rash or of othet passible allergic phenomens for which an altemative etiology canmot be identified, SYMBYA X should

be discontimucd. -
5.9 Scereening Paficnty for Bipelar Disorder and Monitor for Mania/Hypoman(s

A major depreasive episode may be the initisl presentation of bipolar disorder. It is generally belicved (though not =stabilshed
in controlled trials) that wreating such an episode with an wmidepresgant alone may increase the likelihood of precipitabion of a
mixed/manic cpisode in patients at risk for bipolar disorder. Whether any al the sympioms described for clinicel worsening and
suicide risk rzpresen such a conversion is Wknown. However, prior to initialing tcatment with an antidepressani, paticnts with
depressive Symptoms should be ndequalely screened to determing if they are 8t risk [or blpolar disorder; such screening should include
a dewgiled psychistric history, including a fumily history of suicide, bipolar disorder, and deprecssion. It should be noted that
SYMBYAX is epproved for use in trexting bipolar depression.

In the rwo controlled bipolar depression studies there was no safistically significant difference i the incidenco of manic
events (manic reaction or manic depressive reaction) between SYMBYAX- and placebo-tresled paticnts, [n ono of the studies, the
incidenoe of manijc events was (7% [3/43)) in SYMBYAX-rexted patrehls compared to (3% [5/184)) in plxcebo-treated patjents. in
the other study, the incidence of manic cvents was (2% [1/4]]) In SYMBY A X-trealed patients compared to (8% [15/193)) in
placebo-trexted patients. This limited conpolled trial cxperjience of SYMBYAX in the treatment of bipolar depression makes it
difficull to imcrpret these findings until additional data is obteincd. Becmuse of this and the cyclios! pature of bipolar disorder, paticnts
should de monitored closely for the development of symptoms of mania/hypomanis duving rreatbment with SYMBYAX.

59 Tardive Dysignesin .

A syndrome of potentially irreversible, involuntary, dyskinstic movemenls may develop In patients treated with antipsyehoric
drugs. Although the prevalkence of the syndrome sppewrs 1o be highest among the eldexly, eapecilly eldecly women, it is impossible 1o
rely upon prevalence estimates to predict, at the inception of entpsychotic treatment, which patients are likely 1o develop the
syndrome. Whether antpsychotic drug products differ in thelr potential o cause Wrdive dyskinesia is unknown,

The risk of developlng twdive dyskinesia and the Jikelihood thar it will become incversible we believed 10 increase as the
uration of weatment and the loml cumnulative doso of entipsychotic drugs administered to the patient marease. However, the
Syndrome cen develop, although much less commonly, after relatively brief treatment periods at low doses or may even arise afler
disconlinuation of restment.

There s no known treatment for established cases of Wrdive dyskinesia, afthough the syndrome may remit, pantially or
campletzly, if antipsycholic reatment is withdrawn. Antipsycholic treatment \self, howover, may suppeess (or parsially suppress) the
Signs ad sympioms of the syndrome and thereby may ponsidly mask the widerlying process, The effect that SYmplomauc suppression
has upon the long-term course of the syndrome is unknown,

The incidence of dyskinetic movement in SYMB YA X-treated parients was infrequent. The mean soore on the Abnormal
Inv_r:rlur:iu.ry Movement Scale (AIMS) in the SYMB YA X-controlled database acioss clipical studics involving SYMBYAX-treated
palients decreased from baseline. Nanetheless, SYMBYA X should be prescribed in @ manner that is most likely to minimizs the risk

of tudive dyskinesia, 17 signs and symptoms of tardive dyskinesis appearin b patient on SYMBYAX, drug discontinution should be

considered, However, some patients may require eatment with SYMBY A X dospi
continued trcatment should be reavsessed periodically, X dospite the presence of the fyndrome. The need for

5.10 Orthostatic Rypoicasion

SYMBYAX may induce orthestaric h - .
: ypotension associsied with dizz ' ' ' :
syncope, especially duting the initia) dosa-tiration Period ness, achycwdia, bradycardia, and in seme pationts,

: . : . Yy EH anl dlﬂ'ﬂm h:hl':tﬂ s Y m ! ﬁx
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Lm of 3t lonsy 30 mm Hg. Orthostatic systolio blood presswre decroases of at Jeast 30 mm Hp oscurred in 4.0% (28/705),

ine. Muoxeting, and placebo groups, respestively. In this
g 4.5% (18/399), and 1.8% (8/442) of the SYMBYAX, olanzapine, _ u by
::i;(: l?gdlit;, lshu iEn:iuc?::)l of syncope-related adverse evenls {i.c., synoope and/or loss of consciouaness) in SYMBYAX-treale

lients waz 0.8% (3777]) compared 0 placebo 0.2% (1/477). - : _ . 3
palien In 2 clinical phumasology study of SYMBYAX, three healthy JuhjtﬂlirTEC Pdwmﬂ r;imwl;m&:: ;:::ru?;'m ?Ex
i T Z 0 9 hows [oilowing 3 §i :

severe, but self-limitzd, hypotension and bradycardia tha! occured i ;d ity R bun’nhbmiﬁ'“ e

ions consisting of this combination of hypotension und bradyeard | :
E‘;T;“: Ihr:a o{:\fr healthy subjects treated with various formulations of nlr.':lnpmﬂ (onc G'I"I:l, two m!_rl.ml:;;llrl l: ﬂ?inhnlli: z
clinical studics, the incidencs of patients with s 220 bpm decrease in orthostatic puise concomitantly with 0220 mm Hg decrea

orthostatic systolic blood pressure was 0.3% (2/706) in the SYMBYAX group, 0.2% (1/445) in the pleccbo grovp, 0.7% (6/837) in the

olanzapine grovp, and 0% (0/404) in the fluoxctine group. ' | _
SYMBYAX should be used with particulas caution I paticnts with known u:.:udluwmuur |d‘u¢:.s: (hastory nl‘m):n«cu'dlﬂ

infarction or lschemnia, hewst failure, or condustion sbnormalities), cerebrovascular disease, or canditions that would predispose

patients 10 hypotznsion (dehydration, hypovolemia, and trestment with antihyperiensive medicatians).
511 Dysphagia | i T o

Esophagesl dysmotility and aapirstion heve been assoclared with antipsychotic drug use. Mpm.an pReumenia 13 8 commeon
cause of morbidity and mortality In patients with advanced Alzhelmer's discase. Olazapine and other antipsychotic drugs should be

used caytiously in patieats at risk for aspiration pneumenia.

512  Sehwres .
Seizures occurved in 0.2% (4/2547) of SYMBYAX-treated panents during open-label cllnfcal lliudin:. No seizwres ocewrred

in the controlled SYMBYAX studies. Seizures have slso beon reported with both olazzapine and nuumu?-c monotherapy. _

SYMBYAX should be used cavtiously in patients with a histary of seizures or with conditions that potenuslly lower the seizure

tueshold. Conditions thet lower the szizure threshold may bz more prevalent in a population of 265 yeas of age.

[As ooted, we will wanj (he Welphi Section reyized with ngw requesfed isformgtion and moved to cent 10 the
hyperglysemis sod hyperiipidemis sections. ]
513 Weight Galn

In clinical studies, the mean welgln Increase for SYMBYAX-treawed patlents after B weeks of veatment was statistically
significantly greater than placebo-ireated (4.3 kg vs 0.5 kg) and fluoxetino-treated (4.3 kg v5-0.2 kg) patients, but wis not
s@tistically significantly different from olanzapine-treated patients (4,3 kg vs 4.1 kg). Thirty-five percent of SYMBY A X-treuied
palients met criterion for having galned >7% of their bascline weight. This way statigically significantly greatar than
placcbo-treated (3%) and fluoastine-vealed potients (3%) but was not atwtistically significantly different than olanzapinc-tented
' patients (31%),
5.4  Transamisase Elcvations a

As with olanzapine, asymptomatic levations of hepatc vansaminases [ALT (SGPT), AST (SGOT), and GGT) and slkaline
and 23 rimes the upper lumit of the normal ranpe Pﬂﬂ-bl.ﬂﬂlinl) weit observed o 1.4% {2053'5) ﬂfplﬁmu “Pﬂﬂd 10 SYMBYAX
compured with neno of the 347 placebo patients and 3.5% (23/665) of olanzspine-treated patients. The difference between
SYMB YAX and placebo was statistically significant, O the SYMBYAX patients who started normal at baseline gnd had increases in
AT 2 fimes the upper limit of normal range, nonc expericnced jaundice and four had transient elevations 5200 TU/L. Tnse

)

- =

~ o e — “‘ — i--l-' - .
=

s o e -

{ Slentipie-icesied pelionis-[1ee Adverss Reacrions (6 1}).

\n olsnzapine placebo-contiolled studics. clinically significant ALT (SGPT) elevations (23 times the uppes limit of the
ni:rrr.'ul range) were observed in 2% (6/243) of patients exposed to olanzapine compued with 0% (Q/115) ol the placcbo patienly
None of these palients expericnced Jaumdice. In 2 of these pavents, liver enzymas decrensed toward normal despite cominyed -
MESMCNT, and In 2 others, enzymes decreased upon discontinustion of olanzaplne. In the remaining 2 paticuts. | v

I P -_ . HII | ; i I r i ] n Ii & I l I ! -

Within the larger olanzapine premarketing daabase of abous . : :
W idn ‘ ; 2400 patients with bascline SGPT <9 dence
SGPT clevation 1o >200 JUL WA 2% (30/2381), Agsin, none of these plﬁll'.:lu np:rif::m:;l‘; _EG 0 JU/L, the Inci of

liver impairmont and mozst had Uansient chan
_ ' : L < Vst tended 10 normalize while olen
2500 paticnts in olanzapine clinical studies, appioximalely 1% (2372500) discontiny

- = = T
samdy e Todee I - i = 1. :
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10 Race postmarkeing feports of hepatiis have becn recelved, Very rase cases of cholestatic or mixed liver @jury have also

deen reported in the postmarkaing period,

Caution should be exercised in ,F.I-Il'tﬂﬂ with signs mad aymproms af hepeiic Impeinmrans In puilvris w v prr-ssiatiecg
conditions associated with limitzd hepstic functions] resarve, and in patients who we belng treated with polentially hepatotoxic drugs.
Periodic assassment of transaminases is recommended in patients with significant hepatic disease [see Warnings and Précautions

(5.2¢)].

£15  Abpormal Blesding
Published case reports have documented the occwrence of bleeding episodes in pallents weased with psychotropic drugs that

inferfere with serofonin reuplake. Subsequent epidemiological studics, both of the case-control wad cohert design, have demonsusted
an ss5ocistion behween use of psyohotropic drugs that interfere with scrotonin reypiake and the occurene of uppez gmmintﬂlm’l
blecding. In two studies, concurrent use of 8 nonsteraldal anti-Inflammatory drug (NSAID) or aspirin potentialed the risk of biezding
{see Drug Interacrions (7.23, 7.24)]. Althaugh theso studies focused on upper gastrointestinal blezding, thora is reason w believe that
bleeding a1 other siies may be similarly poteatiated. Patlenrs shoyld be cavtioned regarding the risk of blaeding associated with the
concomitant use of SYMBYAX with NSAIDs, aspirin, or other drugs that affcct coagulation,

S.16 Hyponstremia
Hyponatremia has been observed in SYMBYAX promarketing clinical smudies. In convolled rials, no SYMBYAXreated

patients had 8 reatment-emergent serum sodium below 129 mmol/L; however, » lowering of sevum sedlum below the reference range
occurred at &0 incidence of 1.6% (11/693) of SYMBY A X-treated patients compared with 0.5% (2/380) of placcbo patients. This
differcnce wis not stanstically significant. In open [abel studics, 0.0% (1/2376) of these SYMBY A X-treated patients had = -

treatment-cmergent serum sodivm below 129 mmel/L.

Cascs of hyponatremis (Some with seyum sodium lower than |10 mmol/L) bave been reported with fluoxetine, The
hypenalremia appeared 1o be reversible when fluoxetine was dlscontinued. Althouph these cascs were complex with yarying posnible
ctiologies, some were possibly due to the syndraome of ingpproprinte sntidiurelic hormone sceretion (SIADH). The majority of these
occurrences have been in older patiens and [n patients taking diuretics or who were otherwise volume depleted. In two §-week
conbrolled studies in patients 260 yewrs of age, 10 of 32 fluoxetine patlents and 6 of 327 placebo recipiems had a lowering of serum
sodium below the reference range; this difference was pot swanstically significant, The kowest observed concenbration was
129 mmol/L. The obscrved decrcases were noi clinically significant.

517  Coguitive asd Moior Impalrment

yedrion-related adverse events were commonly repasted with SYMBYAX teeatmen! occidring 81 an incidences of 26,6% in
SYMBY AX-treated patlents compared with 10.9% in placcbo-treated patieots. Sedation-related sdverse events (sedalion,
somnolence, hypersomnia, and lcthargy) led 10 discontinuation in 2% (15/771) of patients in the coatrolled clinjcal stodies. As with
amy Cr_ﬂS-aniv: drup, SWBYAJ': has the potential 1o impair judgment, thinking, or motor skills, Patients should be cautioned about
np:nur;g huzardous machinery, including sstomobiles, until 1hey are reasanably certain that SYMBYAX thevapy docs not affect them
adveérsely,

5.18 Body Temporaturs Regulstion

_ Disruption of .th.': body s sbility 1o r:du:‘:: care body lempergtwe has been artributed o antipsyehotic drugs. Appropriare care
is ad:acd when prescribing SYMBYAX for paticnts who will be experiencing conditions which may contribute 1o an elevation in
core body temperature (c.8., exercising strenuously, exposure (0 extreme hext. receivin comi 3 H i : ]
sctivity, or being subject 1o dehydratlon). L3 g concomitant medicalion with anticholinergic
512  Us in Patlenty with Concomitant Minen

Clinlcal experience with SYMBYAX in patiens with concomitant ic T .
; | * systemic iinesses i limited [sé# Clinical Pharm
(12.4)]. The following precautions for the individus! componenis may be applicable 1o SYMBYAX. - p /- eolony

T . c : 8 clinical swdies, SYMBYAX was associared wi
;;T:‘;T”“'_d? m“”::' ;"d achycardia, all sdverse events possibly related to cholinergic antogonism, Such adverse events were :::I
2asts for study discontinuations; SYMBYAX should be used with caution in oat; ith clini :
! 0 palienls wi OSLE
hypertrophy, nwrow anglo plkucoma, a hisory ofl parslytic ileus, or relaled tanditlom.p ) i ) PIOSHARE

In five plscebo-controlled studies of olanzapine in elderly patients with dement|a-relaizd psychosis (n~1184), the following

urealment-emergens sdversc events were re orted in o) i ;
ine- : s
than pluccho-treated patients: falls, :-nmn:rlgn:: el s Tuents &1 un Incidenco of at lenst 25 and significanily greater

Increased risk of desth compared (o plasebo. Olunzapine is not spproved for the Treatment of parients with demenin-related paychosi
. is
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. : ised /se¢ Box Warning and
1 1 . c mrﬂm Fsy:ho“!r \'isjlm !hﬂulﬁ bec cxercil f
1€ the grescriber elects 1o Teat eldzrly pasients Wit dem | %
Warnings and Precautiors (3.17]. nts with dementia. Ofanzapin

jon | aile
: Id be used with caution i eldedly p AR
Ax ey g CHES-4C7H U0 imﬁi:zTﬂud peychosis. ([ihe prescriber elests 10 el ¢clderly patients Wi

ok sgptoved SIS RS, e o lsed [#ee Bax Wormng and Warnings and Precautions(3. 1))

dementla-rclated prychosis, vigilance should be cxere iy of Iy OER dial

jable extont in pulicnis _ ractin
luated o used 10 Ty 3ppIEcis : ies dusing the arket testing.
SMY:T hh:s;nd‘i:;mm :;:timu with thest dipgnoacs Weie excluded from clinlcal studies g the prem
infarction or ynsladic .

N : ditions tha conld offect
Caution is advised when using SYMBYAX in cardize patients arid i pationts Wi di2ascs 65 S8
ayiwon i% : fﬂ}}
: ge Worningy ond Precévliiom l'j - : ' h ! un‘uﬂl‘lﬂ. wara MMdu
hmoamr::;r:: 1Efinhusis of the liver, the clesrances of nuu::;mz nn: t:s ;"::u:;f:;ﬂ;:;ﬂf SYMBYAX should be
; . : i substances. A lower dese ot e : i al could affect IS
i inn‘ﬂ-:"“iﬂ‘rf:::?;:;;ﬂ g:“:u:;:?sm:; when using SYMBYAX in palientS with digeases of Conciifon® B
ysed in pateals wi '

mewdalism [see Clinical Pharmacology (12.4) and Dosage and Adminispralion (2.3)].

L] L] - L - l
pharm :Hfer significantly in patients With resral impairment.
we Individual acokinetics do not filﬂ-ﬂ sign P .5
SYM BYi;tmdt;P:E::jmT:md upon renal impainment is nol routinely required fsee Clinical Pharmacology (
1

lactinemis : ¢s1 elevation -
i ::Ti:::hﬂ drygs that sntagonize dopamine Dy receplons, SYMBYAX clevates profactin Jovels, and 3 mod

ini breast enlargement) werd
pessists during dministrabon; however, passibly associated clinical manifestations (e.g., gAlsCICITAED gnd 8

infrequently ebservee, . ; ancers arc protactin dependent o vigo, &
: .t imately one-third of human breasi €
R oapurs srgeinits BRI It?g:; dru;:.yi!. contemplated in g patica with previously detecied bicast cancer of

' i od with
this type. Although disturbances such 85 galactorrhea, amenonhes, m'ncmmutln.,iznﬂ u'r:poi :E:::;:: ?{;‘::ﬂf:;ﬂ;“mm e
rolactin-¢levaning compounds, Uie clinica) significance of clcyaled suum prolectin levels is sl e T T

Eummnn with compounds that Increase proluctin relcuse, an incrense In rp:mmnry gland ncoplasia uker clinical studles nor

inogenicity studies eonducied In mice and rals [se¢ Nonclinieol Tmrcufﬂﬁ.’ (13 W_' However, e d iwenesia in humans:
:;;:mfﬂluﬁgn studies heve shown an association between chronic administration of dhis class of drugs ana Mg ' |
the availsble evidence is considered 100 fimited 1o ba conclusive.

' : ine Products

<121  Councomitent Use of Olanzapine and Fluoxetine . | , _ Yo

SYMBYAX contains the same nctive ingredients thal arc in Zyprexa and gypml Zydlsliimupmr) midu‘:ﬂ??:i';.
Weekly. and Serafem (fluoxetine HCI). Caution should be exorcised when prescriding these medicationy concom
SYMBYAX [see Overdosage (10))]. :

522 Louog Aeif-Life of Fluoxeting ‘ | A :

Secauss of the long elimination half-lives of fluoxeline and ite major aclive metabolite, chapgea in doe will not be Eu,; f
reflected in plasma for several weeks, affecting both strategies for Utrstion 1o fing) dose and withdrawsl from ueatment [sex Clinica
Pharmacelegy (12.3)).

523 Dicootloustios of Treaunen! wilh SYMBYAX

During marketing of fluoxetine, a component of SYMBYAX, 2nd other SSRJs and 'SNRIs (serolonin and norepineplvine
reuptake ihibitors), there have been spontzncous reports of sdverse events occusTing upan ducm:ninuatiun of these drugs, pfrlltululy
when abrupt, including the following: dysphorie mood, Iritability, agitation, dizziness, sensory disturbances (e.g., paresthepias such &
ekecitie shock sensatlons), anxiety, confusion, headacha, lethargy, emotional lability, insomnia, and hypomania. While these events
we genarally self-limiting, there have been reports of serious discontinumtion symptoms. Paticats should be monitored for these
symploms when discominuing treatment with fluoxetine. A gradual reduction in the dose rather than ebrupt cessation is recommended
whenever possiblo. If intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, then
resuming the previously prescribad doss may be considered, Subsequently, the physician msy continue decreasing the dose bul at a
more gradusl rate. Plasma (luoxetine and norfluoxeting concentration decrease gradunlly at the conclusion of theragy, which may
minimize tie rigk of discontinustion symptoms with this drug [ses Dosage and Adminlsmrotion (2.4)].

24  Lsborstory Tesls

Periodic mssessment of ransamineses is recommendzd in pallents with significant hepatic disease [sex Warnlngs and
FPrecaulions, 5.14}].

factor of polential imporance if te prescriplion ©

& ADVERSE REACTIONS
6.1 Clinical Trials Expericoce
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oAl denl base YyMB 15t ierrls with reatment
12 The nf lon below is derived from a clinical study dasb for S YAX consisting of 2547 p=i with
cmlm

: . o : : function with approximately {08
\stam depression, bipolar depression, major depressive disorder wilh psychosis, of Scl‘.!al dys ‘ _ .
ﬁtﬁm of proagt‘l‘hc conditions and duration of weamment with SYMBY AX varied greatly and included (in overlapping

calzgoncs) open-label and doubie-blind phases of yrudies, inpuients and outpatients, fixed-dose and dose-titration studics, and
short-lerm or long-lerm exposure.

Adverse events were fecorded by clinical investigatory wing deacriptive Liaminology of their own choosing. Consequanidy, it
is n0! possiblc ™ provide & meaniopful cstimawe of tha proportion of Individuals expenencing sdverse svenls withoul first grouping
similar fypes of events into a limited (1.¢., reduced) number of standardized event calegorion.

In the tables and wbulations that follow, MedDRA or COSTART Dictionary tevminology has been used o classify (eporsd
advenc events. The duta in the tables represent the proportion of individuals who expenienced, ut least once, » treatment-emergent
gdversc event of the rype listed. An event was considered treatment-emergeal if it occurred for the fiust Time ar wolsened wiiile
receiving therapy following baseline evaluation. 1t is possible that events reportad during therapy were not nesessarlly related 1o drug
CXPISUIT.

The prescriber should be aware that the figures in te tables and tabultions cannot be used 1o predict the Incidence of side
cfects in the course of usual medical practice where patient characteristics end other (aciors differ from those thu prevailed in the
clinical studies, Similarly, the cited frequencics cannot be compared with figures obaiped from other clinical investigations Involving
difTerent treatments, uses, and investigators. The cited figures, however, do provide the prescribing clinlcian with somée basis for
estimating te relalive cantribution of drug and non-drug faciors (o the side effect incidence rale in the population studied,

Incidence lo Controlled Clisical Studies

The following {indings arc based on the shon-term, controlled studics including bipalar depression and beatment resistant
depreasion.

Adverye events associnted with digeontinuation of egtmen) ~ Overall, 11.3% ofthe 77| patients in the SYMBYAX gtoup
discontinued due 18 edverse events comparad with 4.4% of the 477 patients for placebo, Adverse events (eading to discontinuation
associated with the use of SYMBYAX (incidence of at lenst 1% for SYMBYAX and greater than that for placebo) using McdDRA
Dictionary coding were welght increased (2%) and sedation (1%) versus placebo palients which had 0% incidence of weight increased
and sedation.

Commenty gbaerved adverse events in controlled clinical studies — The mest commonly observed adverse events associated
with the use of SYMBYAX (incidence 25% and st feast twice thet for placebo in the SYMBY A X-conwolied datsbase) using
MedDRA Diclionary coding were: disturbance in attention, dry mouth, fatigue, hypersomnig, increzsed appetits, peripheral cdema,
sedstion, sormnolence, omo?, vision blurred and weight incrensed. Adveric cvents reperted in clinical wials of olanzapine/fiucxetine
in combination are generally consistens with treatment-emergent sdverss events during olanzapine or Suoxetine monotherapy.

Adverse events gecumnng et ap ingidence 9f 2% g1 more in short-term controlled clinicyl sdies»— Table 1 enumerates the
reatment-emergent edverse events associated with the use of SYMBYAX (incidence of at [east 2% for SYMBYAX and twice or

more than for placebo). The SYMBY AX-controlled column includes patients with various diopnoses whilo the placebo column
includes only paticnls with bipolar depression &nd major depression with psychotic featurcs.

Table 1: Trattmml-'amirput Adverse Evauts:
Incldeace in Conlrolled Climical Studies

I! System Organ Class T Adverss Event P:EIII'I.IEﬁf Patieals HIM
| | SYMBYAX-Conrollcd Placcbo
1 _ il (N=771) (N=477)
Eye disorders | Visionblumed e | 2
Gastrointestinal disorders Dry mouth 15 &
| Fwlence | e 1
. | Abdominal distension 2 0
e e —" :
o aNE chadiions Edema peripheral 9
Cdema e > | PR, g
| L Asthenla 3 ki
| __!'Ein 2 )

Unsealed in Alaska v. Lilly 3AN 06-5630 CIV 9 N




APR-P6-2087 15:23 & k' i 1

MR-28-28287 15:6S

13 -
! - gl
In}a:ﬁuns and infestations _l Sinusina =%
Investigations ! Welght increased
Metsbolism and autition Increased apptaite
disorders !
Musculoskeletal and F; Arthralgis L sy 4
conneclive lissue disorders Pain in extremity ( I___________
_ = h:l_nlsculnsk:!nu stiflness l 2 I
Nervous system disorders | Somnolence. . 14 Bie L |
____Tremor g Ll 9 a1 J = i
Sedation | B a ] 9 |
Hypesomnia fia¥ S R |
| __Disturbance in atzeation ______5—__—’——-'——‘ |
.._._ 3 | L:E&__ fo ] | ! l
Psychiatric disorders Restlessnes 4 | _J
| Thiokingabromal | 2 ] |
_ 4 =J "y H_:rvuu:n:n y. _: 3 | |
Reproductive system and Erectile dysfunction 2 !
breast disorders |

Additione! Findiogs Observed in Clinical Studles

@EM@MW — The mean increase in QT interval for SYMBY A X-treated patients (4.4 mses) in clinjcal
smdir:s_w:s significantly grescer than that for placebo-treated (-0.8 msec), olanzapine-1rcated (-0,3 msec) paticnls, and
ﬂunx:u;re-!mmd (1.7 msec) patients. There were no signiGicant difTerenoes berween perienta treated with SYMBYAX, pixoabo,
olanzaping, o fluoxetine in the Incldence of QT owtlicrs (>500 maee).

JAs gi!tusnd?n bove, we Intend {0 move and group togother data relevant to trestment-emerpent

hyperglycemin, hyperlipidemis, and weight gain (o Warningy/Precavtions. o addition, the

information in these sections will need to be revised to include now informatio
in| 0 { a based on
requesied aew dats searches and spalyses. | 5
Laborgiory ghgnpes — In SYMBYAX clinical studies (includin 1 ; ] { '
Lab | | - : g Tatment resistant depression, bipolar depression, major
d:pr:ssnfr: disorder with psychoais, or sexyal dysfunction) SYMBYAX was associated with stalistically sign?:i:m‘:r:mm? ;
gtqu;n::f.ﬁ for the following treatment-emergent findings in labomtory anslytes (normat at baseline to abnommal & sny time during
bl;:'u]}f:c-mj“:d 1o p!I:E#bOT clovated randem bload glucase lavals of 2200 mg/dL in patients with levels of <140 mg/dL at
g!:-;.::; ;:i:;{E?ﬂjg cltn;zrgc;:m;iam Cholestero) 2240 mp/dL in patisars with levelsof <200 mg/dL at basefine (9.7% vs. 1 9%),
i =40 (£/.0% vs. 4.85°%); elevated vrea nivogen (2,8% vs. 0 8%); elevated wric acid (2.9%4 bamin (27%
V5,039 fom Meamanan (LAt b s B 8%); _ acid (2.9% vs, 0.3%); low albumin (2.7%
. . 8.8%); obin (2.6% vs. 0%):
lymphocytes (1.9% vs. 0%): and low otal bilirubin (15.55% V3, fﬂ%},ﬁ P e prosphas (9% K-S N

In olarzapine clinical studies amang olanzapine-treated patlenis with random uiglyceride lovels of <150 my/dL an

O - e :
o :z:‘: r:t:-triif;i D..': f; an ;;tlrrlt_ experiencad h-fgryncﬁd.: levels of 2500 mg/dL anylime during the vials. In these same trizls
pati N=1183) bad & mean increase of 20 mg/dL in triglycerides from a mean baseline value af 175 mg/dtl,

=cxup) dysfynction — S 1 i
o 100 —~ In the pool of conwolled SYMBYAX studics in patients with bipolar depression, there wers higher

valcs of the Ucatment-emergent adverse eve :
| v nis decrensed libido, snor in ] -
2roup than in the place 2 110IG0, ERIMIR, Impolenco and abnormal ejaculstion i Y™
studies thar mnuii:d :;fn“:;{? n?m m;?:tn;f:r:'jﬂd hb}::flzd e - SYMBYA;;TWP lTﬂ: iﬂn:n“mﬂrﬂx
* : ' ot doercased Jibido and ehno ' tond '
the rates in the fluaxetine group. None of the differences were statistically !ignn?;::::rcm“m“ In the SY@Y& group were less than

Sexual dysfunction, including priani
, g priapizm, has : :
Seausl dysfunction associated with the use fr SSRIs ::;:i:ww w1l SSR1s. Whilo I Is difficutt 1o kavow the prescise risk of

Vito) 5igns — Tachycardia, bradycadi
[19¢ Warnings and Precouiions (3.10)]. T:l:: m;:-nlﬂ:n?thnmllt ypotension have oe
Janding pulse rate of SYMBYA X
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4 =) *
l Other Evant Obsasrved in Clipicyl Studizy

Following I8 8 list of meabmeni-emergen adverse events reporied by patients Teated with SYMBY AX in clinical wials, Thi§ |
listing is not intended 1o include events (1) already Msied in provious \ables or elsewhere in labeling, (2) for which s drug cause was |
remote, {3) which were 50 general a5 10 be uninformative, (4) which were not considered 10 have significant clunical implications, or

(5) which oceyrred al & rwie equal to or Jess than placebo.
Events we clasalfied by body syswem using the {ollowing definitions: frequent adverse event are those occurming in at leasy

1/100 patlents; infrequent adverse events are those occurring in 17100 to 1/1000 palients: and raro cventa are those oocunTing in fewer
than 1/1000 pxrents.

|Provide your justification for modifying (he Ustings of events helow from e\rrgntly spproved Igbeling. |

Body as a Whole — Freguens: chlls, neck rigidity, photosensitivify reaction.

Cardiovascular System — Fregueni: vasodilaation; ffregeenr: QT-Interval pralonged.

Dipestive System — Fragquent. dinvhes; /nfrequens: gastitls, gastrocnierilis, nauses and vomuting, peplic ulcer; |
Rors: gastrointestina) hemorrhage, intesunel obatruction, Hiver faly depuosit, pancrestitis. | |

Hemic wud Lympbatic System — Froguent. ecolymosls; Infreguent: anemie; Rare. lcukopenia, purpira.

Metabolk snd Nutrittonad — Freguent- gencralized edema, weight 1oss; /nfraquent’ glycosuria, obesity; Rore: |
bilirubinemia, crestining increased, gout

Mustuboskeleial Systerm — Rare: ostzoporosis. |

Nervous System — Frequeni: wnnesia) /nfrequent: ataxia, buccoglossal syndrome, cogwhesl rigidity, dysanhria, cmotional
|ebikity, cuphoria, extrapyramidpl syndrome, hypoXinesia, movement disorder, myoclonus; Rare: dyitonia, hypetkinesia, libido
incrzesed, withrewal syndrome.

Respirstory Systamn — Infrequent; opistaxis, yswn; Rare! lsryngismus.

Skio sud Appeadages — /nfreguent: Alopecin, dry skin, proritis; Rare: exfoliative deymatitis.

Specinl Senses — Freguent: asie perversion; /nfregient: abnarmality of sccommodation, dry eyes.

Urogenital System — Frequenr; breast pain, menorthagia’, urinary frequency, utinary incontinencs; |
Infrequent; amenorhea’, female lactation’, hypomenorthes', mevorrhagla', urinary retention, urinary urgency, vrination Impaired;
Rare: breast engorgement’,
' Adjusted for gender,

e e S

Other Evenls Observed with Qlanzapias or Flupxetioe Morotherapy

The following edverse cveals wers not observed in SYMBYAX-treated patients during premarketing clinical stud:es bul
have been reported with olanzapine or fluoxetine monotherapy: splastic snemi, cholestatic Jaundice, disbetic coma, dyskinesis,
cosinophilic pncumonia, erythema mulliferme, jaundice, rhabdomyolysis, seroionin syndrome, yascolits, venous thrombosmbolic
tvens (including pubmonary embolism and docp venous thrombesis), violent behaviors, Random triglyceride levels of 21000 mg/dL
have been rarely reported.

7 OQRUG INTERACTIONS

The ritks of viing SYMBYAX in comblinatico with other drugs have not been exeensively avaluated in systamatic studies.
The drug-drug interactions of the individual components are epplicable 1w SYMBYAX. As with all drugs, the powential for interaction |
by ¢ Yaricty of mechanisms (=.g., pharmacodynamiz, pharmacokinetc drug inhibition or enbancement, et¢,) is a possibility. Caution is
advised if the concomitant sdministration of SYMBYAX and athar CNS-active drugs is required. In evgluating individual cases
c::s.-d-_j-r xtion should be given 10 uslng lower initial doses of the concomitantly administered drugs, using conservative titration '
schedules, and moniloring of clinical swatus fsee Clinical Pharmacology (12.3)).

7.) Amtibyperiensive agents

Because of the potenilal for olanzapine to induce hy ' '
| . potension, SYMBYA X may enhance the effects of certain
entihypertensive ngents [rag Wamings and Precavitons (5.10)). ; ‘

1.2 AnH-Perkinsooing ‘

The clanzapine component of SYMBYAX ms 1 * .
y antegonizz the effccts of levod
T e vodopa and dopeming agonisds,

wilh olenzapine
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- . : in some patients [see Clinical
X When concurrently administered with fluoxeting, the half-ifo of diszepam may t_* ffﬂ'“ﬂ“’ b P“l
pharmacology (7.29, 12.3)]. Cosdministration of alprazolam snd ﬂun:uﬁq: has resulted in increased alprazolam plasms
concenuaions and in further psychomator performance decrement dut to increased alprazolam {evels,

7.4 Beperiden

Muitiple doses of olwnzapine did oot influchce the phaurmacokinetics of biperiden.
7.5 Cerbamazepiae

Carbamuzepins therapy (200 mg BID) causas gh approximate 50% increass in the clearance of olanzapine. This increase is
likely duc to the fct 1hal carbamazzpine i3 8 potent inducer of CYPIA2 activity. Higher daily doses of casbamazepine may cause an

¢ven grealer increase in olanzapine clearance.
Patiznts on stable doses of carbamszepine have developed elevaied plasma aaticonvalsant concentyations and clinicol
anticonvulsant toxicity following initiztion of concomiant fluoxetne trextment.

7.6 Clozapine
Elevation of blood levels of clozapine hus been observad in patients receiving cancomitan: fluoxetine,

7.7 CNS Actiog Drups
Given the primary CNS effects of olarzapine, caution should be used when olanzapine is txken in combinstion with other

centrally acting drugs,
7.8 Electrocoavulsive therapy (ECT)
There are no climical srudies establishing the bensht of the combined use of ECT and fluaxetine. There have bzen tare rapors

of prolonged seizures in patients on fluoxeiine recejving ECT wealment [seec Warnings and Precaulions (3.12)].

7.9 Ethanol
Ethanol (45 mg/70 kg single dose) did not have an cffect on olanzaping phammacokinetics. The coadministation of ethano) with

SYMBYAX mey potentiale sedstion and orthoswtic hypoiension.

7.10 Fluvoxamne

Fluvoxamine, a CYF1A2 inhibitor, decreases the clearance of olanzspine. This results in » mean inczease in olanzapine C,
following fluvoxamine administrazion of 54% in female nonsmokers and 77% In male smokers. The mean increase in alanzapine
AUC 15 52% and JOB%, respectively. Lower doses of the olanzapine component of SYMBYAX should be considered in patients
receiving concomitant weavment with fMluvaxamine.

7.11 Haloperido)
Elzvation of blood levels of haloperidol has been observed in pallents receiving concomilant fluoxetine,

7.2 LAlkluro

Multiple doses of ¢lanzapine did not influence the phamnacoXineties of lithium.

These have been reports of both Increased and decreased lithium levels when lithium was Used concomilantly with fluoxerine.
Cascs of lithium toxicity and increased serotonergic cffects have beey reported. Lithium levels should be monitored in patients taking
SYMBYAX concomiuntly with lithium.
7.13 Vionosmize oxidase iahibltors

| SYMBY AX should nol be used in combinetion with an MAQY, or within s minimum of 14 dsys of discontinuing therspy
with _-._n_hmql. Th:r_c have been reports of serious, sometimes falal resctions (Including hyperthcrmig, rigidity, myoclonus, sutonomic
:::*.:r_.:lmhry with pc::rblc rapic NMuctustions of viws! signs, and mental status changes that include extreme agitalion progressing 10
Cehirium and coms) in patients receiving Muoxeting in combinstion with wn MAQI, and in patients who have recently discontinued
fluoxcline and we then started on an MAOL. Some cases preienlad with features reszmbling neyroleptic malignant syndrome. Since
E:::cunt a:'r Ly ms)or metabolite Nave very long elimination halfvfives, at (eas) § woeks (perhaps longer, espeeially if fluoxeline has
h prescribed chronically end/or at higher dases [see Clinical Pharmacolo
_ ) gy (12.3)] should be allowed after swopping SY

before siarting an MAOI, [See Contraindicationy (1)). Jige a7

7.14 Pbenytoin

Paticnls on stable doscs of phenytoin have daveloped sleveted ol -
B e asma ley heny it - .
foliowing initiation of concomitant fluoxetine. i piaseiy levers ofp tin with clinical phenytoin loxicity

7.15 Pimpride

dmmm:::a{nimm use of Hu?:r.lim: and plmozide is comtraindicazed, Clinical studies of pimozide with other anlidepressanty
neressc in drug nteraction or QT, prolongation, While a specific study with pimozide and Nuoxetine has no been

conducied, the polendu for dng inleractions o i
: J ol ict .
[See Conmratndicatians (4)], QT prolongation warants resuicting the concurrent use of pimozide and fluoxetine,
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716  Serctopergic Drup | 1 ‘ T o
Based on the mechanism of action of SYMBYAX and the potential for serolkonin syndrome, caution i3 advised when

SYMBYAX is coadminisiered with other drugs that muy wffet the serotonergic nourotransmittes Systems, such as wiptans, linezolid

(an antibiotic which is » reversible noa-selestive MAOY), lithium, tramadol, or St. John's Woet fsee Waraings and Precoutions (3.6)],
The concomitant usc of SYMBYAX with other SSR1y, SNRIs or tryplophsn is not recommended [see Orug Tnseraciions (7.21)],

717  Theophylice
Multiple doses of olanzapine did not affect the pharmacokinctics of theophylline or jts metabolites.

7.18 Thrloridazine

Thioridazine should not be administercd with SYMBYAX or adminigtered within 8 minimum of § weeks after
discontinuation of SYMBYAX.

In & sudy of |9 healthy male sobjects, which meluded 6 slow and 13 rapid hydroxylsiors of debrisoquin, a single 25-mg oral
dosa of thioridasine produced & 2.4-fold higher Cy,, and 8 4.5-f01d higher AUC for thioridezing in the slow hydroxylators compared
with the repid hydroxyiators, The rate of debrisoquin hydroxylation is felt 1o depend o the level of CYP2D6 isozyme activity. Thus,
this srudy sugpests that drugs thar inhibit CYPZD$, such & certain SSRIs, including fluoxetine, will produce elevated plasma levels of
thicridazine [2ev Contraindicctions (4)].

Thioridazine administration produces s dase-rejated prolongation of the QT interval, which is associated with serious
ventricular arrhythmias, such as torsades de pointes-typo arhythmins and sudden death. This risk is expected (0 increase with
fluoxctine-induced inhibilion of thioridazine melabolism [se¢ Coatraindicalions (4))].

7.1%9  Tricyclic aotideprensnrs (TCAx)

Single doses of olanzapine did not affect the pharmacokinetics of imipramine or its active meabolite de=sipramine,

In two fluoxetine studies, previously stable plasma kevels of Imipramine and desipramine have increased >2- 1o [0-fold when
fluoxetine has been sdministered in combination, This influence may persist for three weeks or longer after luoxetine is discontinued.
Thus, the dose of TCA may need 10 be reduced and plasmas TCA concentrations may need 10 be monitored temporarily when
SYMBYAX s coadminisiered or has been recently discontinued [see Drvg Jaleraciinn: (7.25) and Clinical Pharmaculogy (12.3)).

720  Triptans

There have bren rare postmarkeUng reports of serofonin syndrome with use of an SSRI end = tniptan, If concomitant
veatment of SYMBYAX with s tripan is clinically warmanted, careful observation of the patient j5 advised, particularly during
trealment injtintion and dose increases faze Warnings and Frecautions (5.6)].

7.2] Tryplophan

Five petients receiving Buoxetine in combination with Lryptophan experienced adverse reactions, including agitalion,
restiessnesa, and gastroiniestinal distress, Concomitant use with tryptophan is not rccommended.
7.42  Vailproste :

In vitro snudics using humsn liver microsomes determined thal olanzapine bas Jittle potential 1o inhibit the major metabolic
pathway, glucuronidation, of valprosts, Further, valproats has litde cffect on the mewabolism of olenzapine in vitro. Thus, a clinically |
significant pharmacokinetic interaclion between alan2apine and valproate is unlikely.

723  Warferia

Warfanin (20-mg single dose) did not affect olaazapine pharmecokinetics. Single dosas ol olanzapine di
pharmscokinetics of warlarin. g pine did not affcct the

Altcred anticongulam effects, inchuding increased blecding, have bean reponed when fluoxeting is cosdministered with

warfann [ses Warnings and Precaurions 5,15)], Patients receiving warfarin thera : o
i S ¢hould recejve careful
when SYMBYAX is inilisted or stopped. B Py ¢ carefu cmgullfmn moniforing

7,24 Drugs that Interfere with bemostasls (NSAIDs, zipirin, warfario, ¢ie.)

FOPs mS::rrsfn;n release by platejets pl.:y:i &0 impornant role in hemostasis. Epidemiologicul studies of the case-control wnd cohort

N B :: = 3 ::nnnstrl_iu:d an mncrﬂfnn berwesn use of paychotropic drugs thet interfere with serotonin reuptake and the

bircdm'mm; e :FEP:'E;I:;;T“M lirlr::d:::g hove also shown thal concurrent use of an NSAID or aspinia porentiated the risk of
rmin | o ; i '

EABY A recaulions (3.15)]. Thus, pationts shou)d be cautioned sboyl the use of such drugs concurrendly with

725 Drupy metsbolized by CYP2DS

In vitro studies wtilizing Buman Jiver micsoso
. | : mes supgest that : : . e
olwnzapine is unlikcly 10 cause clmically important drug Ins &8 o :;::t:ntl;zmhia:;r;:mp:unml 10 inhibit CYPIDS. Thus,
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17 R sormal population hes 8 genatic varietlon that lesds Lo reduced levels of activity of CYP2D$. Such

individutls have been referred 1o as poor metabolizers of drups sueh & debrisoquin, dexromethorphan, and TCAs. Many drugs, such
a5 moat antidepressants, including Duoxeting and other selective uptake Inhibitors of sciotonin, are metabolized by this isocnzyme;
thus, both the phurmecokinetic propertics and relative proporntion of mctsboliies are altcred in poor motebolizers. However, for
fluoxetine and its metabolite, the sum of the plasma concentrations of the 4 enantiomess Is comparable betweesn poor and exicnsive
metabolizery fiee Clinlcel Pharmocology (12.3)).

Fluoxetine, like other agenty that aro metabolized by CYP2DS, Inhibits tha activity of this isoenzyme, and thus mey make
normal mewabolizers resemble poor metabolizers. Therapy with medications that are predominantly metabolized by the CYP2D6
system wnd that have nrelatively nwrow therapeutic index should be initiated ot the low cad of the dose range If & patiant is receiving
flvoxetine concwrrently or has taken it in the previous five weeks. I fluoxetine {5 sdded o the Teatment regimen of s patient alrexdy
recoiving u dryg metabolized by CYP2DS, the aced for a decreased dosa of the original medication thould be considered. Drugs with
3 narrow therspeutic index represent the greatest concem (inchuding but not imited to, fecainide, vinblasting, and TCAS), Due to the
risk of sesious ventricular arrhythunias and sudden death potentially nssocinted with elevated thioridazing plasma levels, thiondazine
should not be administercd with fluoxetine or within 8 minimum of five weeks after fluoxctine has been disconlinved
[see Conrraindications, (4) and Drug Interaciions (7.18)],

7,26  Drugs metadolized by CYP3A

In vizo studies utiljzing human llver microtomes sugges! thet olenzapine has linle potentisd to inhibit CYP3A. Thus,
olanzapine Is unlikely 10 cause clinically imporant drug Interactions modiated by those enzymas,

[n an In vive intcraction study involving the cordminisuation of fluoxesine with single doses of terfenadine (a CYP3A
subatraz), no increase in plasma lerfonadine concentrations occumed with concomitant fluoxetine. In sddition, in vitso studies have
shown ketoconazole, s potent inhibitor of CYPIA activiry, to be at lcast 100 limes more potent than fluoxetine or norfluoxetine &S &n
inhibitor of the metabolism of several substates for this engyme, including asiemizole, cisapride, and midazolam. These dats indicare
that fluoxstne’s extent of inhibition of CYPIA activity is not llkefy to be of clinical significances.

7.27  Effect of olanzapine om drugt metabolixed by otber CYP curymes

In wio studies utilizing human liver microsomes suggest thas olanzapine has liale potential to inhibit CYP1AZ, CYP2C9,
and CYPZCI9, Thus, olanzzpine Is unlikely to cauge clinicslly Important drug interactions mediated by these enzymes.
7.28  The effect of other drups on olaczapine

Fluoxetine, mn inhibiter of CYP2DS, decreases olanzapine cloarance s small amount (sse Clinigal Pharmacology (12.3)]..
Ageats thal induce CYPLAZ or glucurony! banafcrase enzymes, such as omeprazolc ahd rifempin, moy cause an increase (n
olanzapine clawance. Fluvoxamine, an inhibiter of CYPIAZ, decreases olanzapine clearance [see Drug Inigractions (7.10)). The
effect of CYP1A2 inhibitors, such a5 fluvoxamine and some fluoraguinolone antibiotics, on SYMBYAX has not been evaluated.
Although olanzapine is metabolized by multiple enzyme systsms, Induction or inhibition of 3 yingle cnzyme may sppreciably alier
olanzapine clearance. Therclore, 2 dossge increase (for induczlon) or » dosage decrease (for inhibition) may need 1o bz considered
with specific drugs.

729 Urups tightly bound o playma proleing

The [n vitro binding of SYMBYAX to humen plasma protsins is similar to the individual components. The imersction
berwesn SYTT'!EY&X and other highly protzin-bound drugs has not been fully cveluated. Because fluoxetine is ughtly bound to
plesms protein, the sdmunisration of fluoxcling 10 a patient aking snother drup that |s tphtly baund W prowin (e.g., Coumadin,

digim:_zng mEy cauc & ;hiﬂ.: in plasma concentrallons potentizlly resulling in an sdverse effect. Conversely, adverse offects may result
from displacement of protsin-bound fluoxeline by other tightly bound druga [sec Clinical Pharmacology (12.3)).

8 USE IN SPECIFIC POPULATIONS
8.1 Fregagocy

Teralogenic effects — Pregnoncy Caregory C
[¥o have remgved |nacearsis end redundant Info
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“‘“MHLW : : ryo {end development studies were conducted in rats and 5 Wi |
::u.::]uTn;n lrf-dn:u "“f’ h:gh-dm combinstions. In raw, the doges were: 2 and 4 me/kg/day (lnw-'ﬂﬁrihdq;??wnﬂlh‘:d

p/m” basis, respectively], and 4 and 8 mg/kg/day (high-doso) [2 and 1 times the MRHD on 8 mg/m? basiz, IHPI-‘::::H}’} :RHD

rabbits, the doses were 4 and ¢ mg/kg/da ‘
: . Y (low-dose) [4 and | times the MRHD 1 basi
8 mg/kg/dry (high-dose) [9 and 2 Umes the MRHD on a mg/m’ basis i
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. fomo atthe high-doses (4 and § mykg/day, respectively, in the al § &nd B mg/kgSayy rwapwewvely, in tho rabbil)

also sdministered : i _ '
1:: (he Tabbit, et was o evidence of terntogeniciny;, Dowever, the high-dote combination produced deereases in fehal \weight and

reurded skelewd assificarion in conjunction with maternal toxicity, Similarly, in the rat there was no ovidence of teralogenicity;

however, 3 decrease in fetal weight was observed with the high-dose combinauon,

In & pre- and postnaal study condusted in ratz, olanzapine and flupxetine were adminlstered during pregnancy and
throughout lacigtion in combination (low-dose: 2 and 4 mp/kg/day [ and 0.5 Umes the MRHD on 8 mg/m’” busls), raspectively,
high-dose: 4 and B mg/kg/dey [2 and | times the MRHD on w mg/m’® buais), respectively, and alone: 4 and § mg/kg/dey (2 and | times
the MRHD on a mp/m” basls), respectively). Administation of the high-dose combination resulied in & marked olevalion in offipring
monality and growth relardation in comparison to the same doses of olanzapine and Muoxerine administered sione. These effccls were
nol observed with the kow-dose combination; however, there ware » few cases of testicular degeneration and strophy, deplclion of
epididymal sperm and inferility in the male progeny. The effects of tha high-doze combination on postnatal endpoints could aot be
xssessed due 10 high progeny mortality.

There are no adequate and well-controlled studics with SYMBYAX in pregnant women.

SYMBYAX should be usad during pregnancy only if the potcaun) benefit justifies the potential risk 1o the letus.

Olanzpine — In reproduction studies in rals st doses up to 13 my/kg/day and in rabbits 8! doses up 0 30 mp/kp/dey (9 and
30 timcs the MRHED on s mp/m* basis, tespectively), no evidence of Yeratogeniciry was observed. In a rat lerstolopy study, early
resorplions and increased numbers of noavisble fetuses were observed at » doss of 18 mg/kg/dsy (9 times the MRHD on & mgfm’
busis). Gestation was prolonped at 10 mp/kg/day (3 timas the MRHD on 8 mg/m’ basis). [n a rabbit teratology siudy, fetal toxicity
(manifcs.d as incroased resoeplions and decreascd fenl weight) occuwrred 3t 2 matemally toxic dose of 30 mp/kg/day (30 vimes the
MRHD o0 8 mym® basis). |

Placental transfor of olangapine occurs (n rat pups.

There are no sdcquate and well-controlled clinical studies with olanzapine in pregnant women. Scven pregnanoies wepe
observed during premarketing clinica) studles with olanzapins, including two resulting in norms| births, onc resulting in neonatal
desth doe 10 » cardiovescular defecy, thiee therapeutic abornions, and ong spontancous sborion.

Fluoxetine — In embrye felal development studies in rats and rabbits, these was no evidence of teratogenicity followlng
adminisoation of up to 12.5 and 15 mp/kg/duy, respectively (1.5 end 3.6 times the MRHD on 8 mg/m* basis. respectively) throvghout
organogenesis. However, in rat reproduction studics, an inczease in stillborn pups, a decrcase in pup weight, and an increase in pup
deaths during the first 7 days postpartum occurred following matemal exposure 10 12 mg/kg/day (1.5 times the MRMD on 3 mg/m’
basis) during gestation or 7.5 mg/kg/diy (0.9 vimes the MRHED on a mg/m’ basis) during gestation and lactation. There was no
evidence of developmental neurotoxicity in the surviving offspring of rate treated with 12 mg/kg/day during gestation. The no-¢fTect
dose for rat pup mortality was 5 mg/kg/dsy (0.6 times the MRHD on » mg/m® bsis),

Treolmen! of Pregnont Women During ike Third Trimester — Neonates exposed 1o (luoxetioe, a component of

| BXNBYAXSYMBYAX, and other SSRIS or SNRIE, Iatc in the third trimester have developed complications requiring prolonged
hospitalization, respiraiony suppont, and tube feeding. Such complications can arise immediatoly upon delivery. Reporned clinical
{indings have included respiratory disuess, cyanoeis, spnea, seizures, temperature instability, feeding @ifficulty, vamitng,
hypoglycemia, hypolonia, hyperonia, hyperreflexia, tremor, jitteriness, imitbility, and constant crying. These featurcs are consistent
with sither a doreet toxic effect of SSRIs and SNRIs or, possibly, & drug discontinuation syndrome. 1t should be notad that, in some
“ases, e clinical picture is consistent with serotonin syndrome {see Contraindications (4) and Drug Inieractions (7.16)]. When
FrESlng pregnant women with fluoastine during the third aimester, the physicien should carefully consider the potential risks snd
nelits of veatment. The physician may consider tapering Muoxetine in the third trimester.

B2 Lador aod Dedivery
: SYMBYAX — The effecs of SYMBYAX on Izbor and dollvery in humens is ubknown, Parmurition in rats was not affected
y SYMBYAX. SYMBYAX should be used dwring Ixbor and delivery only if the potential bencfit justfies the patential risk,

Olanzspioc — The effect of olanzapine on laborand delivery in b epsi e d
OIAZIDING. ry in humans Is unknown. Parturition in rats was not affected by

Ly F’I‘un::_lln:—- Th_-::_::ﬁ::t of fluoxetine on labor and delivery in humans is unknown, Fluoxetine crosses the placenta;
thorelore, there is a pasvibility thet fluoxetine may have sdveree effocts on the pewbom. .
B3 Nursiog Methery

SY p— . :
ko mTi:ﬂﬂj 11'1::: &ro o acequare and woll-controlled studies with SYMBYAX in nursing mothers or infants. Snydles
omponents cf SYMBYAX (olenzapinz and Nuoxctine) in nursing mothers are described below, [t is pot

y ‘ : :
nown whether SYMBYAX is excreted in humen milk wnd because of the potentlal for serious adverse reactions In nursing infants
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importance of the drug 10 the mother. it Is recommended that womnen not breast-feed when recoiving SYMBY AX.

Olanzpine ~ In  study in lactsting, healthy women, olanzapme was exercted in breast miltk. Mean infant dose at steady
stme was estimated 1o be 1.8% of the meremal olanzapine dose. It is recommended that women receiving olanzepine should not
breast-feed. -

Fluoxetine — Flyoxeline is excrelod im human breast milk. In one beeast milk sumple, the concentration of fluaxetine plus
norfleoxetine was 70.4 ag/mL. The concentration in the mothe!"s plasma was 295.0 ng/ml-. No adverse effects on the infant were
reported. n another case, an infant nursed by a mothor on fluoxetine developed crying, sleep disturbance, vomiling, and walery s100ls,
The infant's plasma drug levels were 340 ng/ml. of fluoxctine and 208 ng/mL of narflucxcline on the Znd duy of feeding.

B4 Pedintric Use

SYMBY AX .— Safety and cllectiveness in the pediatric population have nol been established [sez Box Warming oad
Warnings ond Precoutions (5.3)]. Anyone considering the use of SYMBYAX in a child or sdolescent must balance the porentla) risks
with the clinical necé.

Flaoxctine — Significant toxieity, including myaqoxicisy, (eng-term neurobehaviorsl and reproductive (oxicity, and impsimd
bone davelopment, has been observed following exposure of juvenile animals to fluoxcline. Some of these ¢ fects occurred a
clinically relevant exposures.

In a study m which fluoxetine (3, 10, or 30 mg/kg) was orally administerzd 1o young rats from weaning (Postostal Day 21)
through sduithood (Day 90), male and female sexunl development was delayed at all doses, and growth (body weight gain, femur
length) was decrexsed during the dosing peviod in animals recziving the highest doss, At the end of the bcatment period, serum levels
of creafine kinkse (marker of musclc damsge) were increxscd ai the intermediste and high doses, and abnorms! muscle and
reproductive organ histopathology (skeleval muscle degeneration and necrosis, testicular degencration and necrosis, epldidymal
vacuolation and hypospermii) was observed ut the high dose, Whan animals were evaluated gfler 8 recovery period (Up to 11 weeks
sfier cessation of domning), neurobehaviorsl sbnormualities (decreascd renctivity at all dases and leaming deficit at the high dosc) and
reproductive function’! impairment (decreased maling at all dosas and jmpalred Rertility 82 1he high dose) were seent in addition,
testiculnr and epididymal microscapic |esions and decreased sperm concentrations were found in the high dese group, indicating that
the reproductive organ effects seen ot the end of oeamment ware imeversible. The reversibility of fluoxetine-induced musele damage
waS not assersed, Adverse effects similar 10 those obaerved in rats eated with Muoxetine during the juvenilc period have not been
reported afler sdministation of Mupxenne W adult animals, Plasma exposurcs (AUC) 1o flupxeling in juvenlle rals receiving the [ow,
intzmegiate, 2nd high dose in this swdy were approximatzely 0,1-0.2, 1-2, and 5-10 times, respectively, the average exposure in
pedistric palients receiving the meximum recommendsd dose (MRD) of 20 mg/day, Rel exposurss 10 the major metabolite,
norfluoxetine, were sppraximately 0.3-0.8, 1-8, and 3-20 Uimes, respecuvely, pediawic exposure &t the MRD.

A specific effect of fluoxetine on bene devalopment has been reported in mice teatad With fluoxeting durlng the juveniie
period. When mice were Wested with Muoxctine (5 or 20 mg/kg, intraperiloncal) for 4 weeks swrting at 4 weeks of xge, bone
focrmation was reduccd resulting in decreased bone mineral conlent and density. These doses did not afTect overall growth (body
weight gain or fermorsl length). The doscs administered to Juvenile mice in this study are appraximately 0.5 and 2 times the MRD [or
pediatric patients 08 2 body surface erea (mg/m’) basis.

1 ansther mouse study, adminisoailen of fiwoxaine (10 mg/kg intraparitonesl) during early postnata) development
(Postnatal Days 4 10 21) produced abnorma! cmolional behaviors (decreased exploratory behavier in elevaied pius-maze, increascd
shock avoidance lulency) in adulthood (12 woeks of ags). The dose used in this stwdy 16 approximalcely equal 19 the pediatric MRD on
a mg/m* basis. Becouse of the easly dosing period In thle study, the significance of these findings to the approved pedintric usc in
humans is uncerain

8.5 Geratric Use

o SYMBYAX — Clinical studies of SYMBY A X did nol include sufficient nunbers of paticnts 265 yeass of Bgc to deteymine
whether they respand :ia fTerently from younger pebicnts. Other reporied clinical expericnce has not identified differences in responses
oetween U elderly and younger patients. In genarsl, dose gelection for an elderly pusient should be cautlous, usually sarung ol the

low end of the dosing rangs, reflecting the greater fre ] ' [
: : e B! quency ol decrsased hepalic, renal, or cardias function, and of concom
discase or other drug therzpy [ree Darage and Adminlsrration (3. l)]. . i

n_— n:i::unjit;z;'-i f :}T: Iﬁﬂﬂhpih:nn in pﬁ::n::uifzunﬂ clinical studies with olanzapine, 11% (263 palients) were 265 yeass of
Psanlansind; s[um; mp f:ﬁm t CfE Was no sndn:{mun of any cgin'mm tolorability of olanzapine in the elderly compared with
s p:pu!;n':«;;. il ::hmu with ﬂtn‘!tnﬂn*rF.l!‘Ed _p:yr.:hnu:; have suggested that there may be a different tolerability profile
with d‘“"f"'-iﬂ*rtilu;j fvehitie fungf H“TL? with :.chl'mph:f:n:} In placebo-controlled studies af olanzapine in elderly patients
i el 1  tnere was significantly higher incidencs of cezebrovascular adverse evenis (¢.g., Stroke, tansjent
PRUCHLS Lreated with olanzapine compered to patienis lreated with placebo. Olanzapinc is not spproved for the
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il:ulm'ltnl of patients with dementia-relsted psychosts, {{1he pl‘tiﬁﬁbﬂ elects 10 tret "lm pl\ltﬂ‘i wilh dmnm‘umm hwmm\s' |

vigilace shoold be exercised ace Box Warning, Warnings and Precautions (3.19) and Dosage ond Admimisrarion (13)].

As with odrer CNS-active drugs, olanzapine sqovid bo UG with caution in ciderly peticnts with damciie Als0, MC Prestiee
of factors thar might decrease phwmacokinctic clearanoa or increase the pharmacodynamic response © olanzapine should Jead 1o
conslderation of 8 lower swarting dose for any geriatric pulenl
| Fluoxetine — US fluoxetine clinical studies (10,782 pationts) included 687 paticnls 265 years of age and 93 patients
275 ycars of age. No oveml) differences in safcty or effectiveness were observed benween (hese subjects and younger subjects, snd

other reporied ofinics| expenience has not identified differences in responses between e elderly and younger patients, bul greater
sensitivity of some older individun)s cannot be ruled out, A with other SSRIs, fluoxeting has been associated with cases of clinically

significant hyponatremia in elderly patients,

? DPRUG ABUSE AND DEPENDENCE

93 Depeudroce

SYMBYAX, as with flvoxetine and olanzapine, has not been sysiematically studied in humans for its polential for abuse,
tolerance, or physical dependence. While the ¢linical studizs did not reveal any tendency for any drug-secking behavior, these
observations were not systematic, and it is no1 possible to predict on the basis of this limited experience the extent 1o which »
CNS-sctive drug will be misused, diveried, snd/or abused once markefed, Consequently, physicians should carefully evatuale panenis
for history of drug abuse and follow such patiants closely, observing them for signs of misuse or abuse of SYMBYAX
(v.g., development of tojerance, incrementation of dose, drug-seeking behavior),

In studies In rals and rhesus monkeys designed to assess sbusz and dependence potential, olanzapine alone was shown o
hove acute depressive CNS effects but lintle or no potentisl of sbuse or physical depeadence 31 oral doses up to 13 (ra1) and
B (monkey) times the MRHD (20 mg) op a mg/m® basis.

10 OVERDOSACE
SYMBYAX ~ During premarketing clinical studisa of the olenzapine/fluoxetine combinstion, overdose of both fluoxetine
and olanzapine were reported in five smudy subjecls, Four of the five subjecis experienced loss of cansciousness (3) or coma (1), No

ftalities occumed.

Adverse cvents involving overdoss of fluoxetine and olanzapins in combingtion, and SYMBYAX, heve been reported
spontancously to Eli Lilly and Comparry, An overdose of combination therapy Is defined es confirmed or suspected ingestion of a dose
0f >20 mg olanzapine In combination with & dosz of >80 mg fMuoxetine. Adverse events associated with these repons included
somnolencs (sedalion), impaired consciousness (coma), impaired acwvologic function (asaxia, confusion, convulsions, dysarthria),
amhymias, lcthwgy, essential tremor, agitstion, scutz psychosis, hypotemsion, hypetensian, and sggression. Fatalies have been
confounded by exposure 1o additional subszances including alcohol, thioridazing, oxycodone, und propoxyphene.

| Olanzapine — (n postmarketing rEports of overdose with olanzapine slone, symploms have beon reporied in the majority of
cases. in 5;@;1:1;1'1;1;: patients, symptoms with 2 IG%'in:idun:: Ini:_tudcd sglietion/agpressiveness, dysanthris, tschycardis, vatious
maf}rrumq:j 53mpm$ms.rmd rc-du:_rd fevel qf consciousncsi ranging fiom sedation fo coma. Among less commonly reported
symplomi were the fﬂhbwfng potentially m':.'dJ-Cl",Y serious cvents: asplration, cardiopulmonary anvest, cardine athythmins (such as
Zurrfvcnm:iilln.r mchycudq as u-clil a5 2 paticnt that cxpericnocd sinus pruse with Spon@ncous resumption of noroal rthythm),
et m_u:n, possible newroleplic rn_mhgmnt syndrome, respirafory depression/mrrest, convulsion, hypertenslon, and ypotension,
E;n L-!.;.: :.rl'-:! Cnmpn:y has ‘rt-.:t:i‘rr.d reports of [awlity in association with overdose of olanzapine afone. In 1 case of death, the amoum
of scuicly mgesicd olanzapine was reporied fo be possibly as law as 450 mg; however, in another case, a palien] was reportad o
survive m scuto olanzapine ingesion of 1500 mg.
nuﬂiﬂmt — WGFIE}W&Q €xpojurs o ﬂuaa:rint_ is : 1 s g
_ . dad : esumaled Lo be over 38 million patients (circs 1959
of overdase involving ﬁuur:u_n.:, slons or with other drugs, reported from this population, mre wm(lﬂ dr:llhsL e
" pati:n:m:;.fjlri lj”" Pl-:rtnr:ﬂwhc cverdased on fluaxetine slone, 34 resulted in 8 fala] ouicome, 378 completely recovered, and
=tpetichecd sequciac aficr overdosc, eoluding abnormal sccommodation. abn 1 ' ' :
; _ omnal guil, confusion, unresponsiveocss,
nervousncss, putmonary d}!’sfuﬂﬂmn vertigo, tramor, elevated blood J ’ o
_ . ’ : pressure, impotence, moventent disorder. and '
remuning 2 : ) er hypomanin. The
mmu'i mﬁzuﬁﬂmtﬂmw_nmm:. The most comman signs end symploms associated with nun‘-l':tll overdofe were
Rt D : achycerdia, and vomiting, The lurgest known ingestion of fluoxetine in adult palients was B grams in a
SeerniEn ne 2one and urhtt subtequently recovered, However, In an adult patient who took Muoxetine alone
P E: Fnr.', has been associnted with 1etha) outcome, but causality has not been estabilthed s
ng pe y 1 |
i wi%h | nu::: ": f;-‘z: i:i?ﬁ; f:_i-’;ﬂl:;; 7 years), there werz 156 cases of overdose Invalving fluoxetine 2one or in
. | 2 -
peucnts completely recovered, 1 patien experienced rena! filyre, and 22 patiens
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ﬂd o urknown outcome. One of the 6 fatalities was 3 Q-Ut‘u'-ﬂlﬂ boy who had 3 \W.DW nfGCD,,TmIIm'S S‘i“mm Vﬂm ““;

e entlon deficlt dlsorder and fetal alcohol yndrome. He had been receiving 100 my of Ruaxcline daily for § months in addition 10

clonidint, methrylphenidare, and promethazine, Mixed-dnug ingestion ot other methods of suicide cnmp\iwcd A\ § overdoses in
childsen that resutied in (audities. The laugest ingestion in pedintric patients was 3 grams, which was pon-tethal,

Other imporam sdverse cven® reported with luoxetine overdose (single or multiple drugs) ingluded coma, delinum, ECG
abmormalities (such & QT-interval profongation and venticuler tachycardia, including torsades do pointea-type arrhythmias).
hypolension, mania, ncuroleptic malignant syndrome-like evenls, pyrexia, stupor, and syncope.

10,1 Manspemeat of Overdose

In managing overdose, the possibility of multiple drug involvemsat should be conyidered. In case of acute overdose, estabjish
and mainlain an airway and ensure sdequare vendlation, which may include intubation. [ndustion of emesis |5 not recommended as the
possibility of obtundation, seizures, or dystonic reactions of the head and peck lollowing overdose may cresto @ risk for aspiration,
Gaswic Iavage (eftey intubation, if patient 15 uncanscious) and adminlsaation of activaled charcosl together with a [xxative should be
coraidered. Cardiovascular monitering should commence immediately and should includa continuous electrocardiographic monitonng
10 detecy possible urhythmias

A speeific precaution involves patients who are taking or have reezntly aken SYMBYAX and may have ingesied exconsive
guanuties of a TCA (Ticyclic antidepressent). In such cases, accumylation of The parent TCA and/os an active metabolite may increase
the possibility of serious sequelas and extend the time ncedzd for close medical observation,

Due 10 the large volume of distribution of olanzapine and fluoxetine, forced divresis, dialysls, hemoperfusion, and exchange
transfusion arc unlikely to be of benafit. No specific sntidote for either fluoxetine of olznzapine overdose is known, Hypotension and
circulatory collapse should be tregied with spproprisic measures such as inoavenous fluids and/or sympathomimetic sgents. Do not
use epinephrine, dopamine, or other sympathomimetics with (-agonist activity, since ber stimulation mey worsen hypotension in the
setuing of olanzapine-induced alphs blockade,

The physiocian should consider contacting 3 poison conurol center for additional informstion on the treatment of any overdose.
Telcphonie numbers for certified poison contro) centers are listed in the Phpuiciany ' Desk Reference (POR).

11 DESCRIPTION
SYMBYAX® (olanzapine and fluoxctine HCI capsules) combines 2 psychotropio ageats, olanzaping (the astive ingsedicnt in
Zyprexa", und Zyprexa Zydis®) and fluoxeting hydrochloride (the active ingredical in Prozac®, Prozac Weskly™, and Samfem®),
Olanzapine belongs W the thicnobenzodiazepine class. The chemical designation is 2-methyl-4-{4-methyl-1-plperazinyl)-
|04/ -thieno[2,3-8) [1,5]benzodiszepine. The mojecular formula is C,,Hy,N,S, which comresponds to 8 molecular weight of 312,44,

Fluoxeline hydrochloride (5 3 selective sorotonin reupuake inblbitor (SSR1). The chemicsl deaignation is (£)-N-methy 13-
phenyl-3<[(a,a,a-trifluoro-p-tolyl)oxy Jpropylamine hydrochlonde, The molecular formula is CyyH,yFyNO-HCI, which corresponds 1o
a molecular weight of 345.79.

The chomica) sDuclures aie:

» : S / CHy CF,
e
"‘-..\ =
N+

N NHCH,
HCI
Olanzapine

fluoxcting hydroohloride

Qlanzapine is & yellow crystalline solid, which iy prectically insoluble in water
Fluoxeling hydrochioride is a white 1o of-white crysalline solid with w solubllity of 14 mg/mL in water,
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' ioKido, sodi ible black
i Each capsule also contains pregelatinized starch, gelatin, dimeAhIceLs, (lanium diokido, Sodiugm lawy( awius, oid

ink, red Jron oxide, yellow lron oxide, and/or biack iron oxide.

12 CLINICAL PHARMACOLOGY
i1 Mechasum of Action

Although the exsct mechaniam of SYMBYAX i unknown, ¢ has been proposed that tho activation of 3 moncaminergic
neural syslems (serolonin, norepinephrine, and dopaming) is responsible for its enhanced antidepressunt offect, This is supparied by
animal studies in which the olanzapine/Mlvoxstino combinolion has besn shown W produce Synergidtic inereases in norepinephnine and
dopamine release in the prefrontal cortex compued with either componant alone, as well as increases in geroicnin.

12.2 Fharmacodynamics

Olanzapine is & psychotropic agent with high affinity binding te the followlng receptors: scrotonin SHT ¢ (Ki=4 and
11 oM, respectively), dopamine D, 4 (K,=11 10 31 nM), muscarinic M,.; (K=1.9 10 25 aM), histaminc H; (K»7 nM), and sdrencigic
a; recepwors (K, =19 aM). Olanzspine binds weakly to GABA,, BZD, and P-adrenergic receplors (K> 10 uM). Fluoxetine is n
inmbitor of the scrotonin transporter and is 2 weak inhibitor of the norepinephrine and dopamine transporicrs.

Antagonism at receplocs other than dopamine and SHT, with similar receptor affinitics may explain some of the other
therapeutic and side cffects of olanzapine. Olanzapine's antagonism of muscarinic M;.¢ receptors may explain its anlioholinergic
effects. The anwgenism of histaming H; receptors by olanzapine may explain the somnolcnce observed with this drug. The
antagonism of a,-adrenergic recepton by olanzapine may explrin the orthosatic hypotension observed with this drug. Fluoxeline has
relatively low affimity for muscarinic, a,-adrenesrgic, and histamine K, receplors.

1.3 Fhearmacokaechicy

SYMBYAX — Fluoxcline (adminisiered &s a 60~mg single doge or 60 mp dsily for 8 deys) caused o small increase in the
mean maximum concentrulon of olanzapine (16%) (ollowing 2 5-mg dose, an increass In the mean area under the cwve (17%) and a
small decrease in mean apparent clearance of olanzapine (16%). In another siudy, 3 similar decrcase In apparent clearance of
olanzapine of 14% was observed following olanzapine doses of & or 12 mg with concomitan fluaxetine doses of 25 mg or more. The
decrease in clewrance reflects ap Increase in bioavailebility. The taminal half-life is not afectcd, snd therefors the time 1o reach
steady stale should not be altered. The ovarall sicady-5ule plasma concentrations of olanzapine and fluoxetine when given ss the
combinsation in the therapeunic dose ranges were comparable with those typically ansined with each of the monotherapies. The small
change in olanzapine clearance, observed in both studies, likely roficats the inhibition of 8 minor meuabolic pathway for olanzapine via
CYP2D$ by fluoxeting, a potent CYP2ZD$6 inhibitor, and was not decmed clinically significant. Therelore, the phanmacokinetics of the
individual components is expecled (o reasongbly characlerizo the overall phermacokinetics of the combination.

Absorptios and Bloavailsbility

SYMBYAX — Following # single oral 12-mg/50-mng dose of SYMBYAX, peak plasma concentrations of olanzapine and
fluoxetine occur ol »pproximalely 4 and 6 hours, respoctively. The effect of food on the absorption and biosvailubility of SYMBYAX
has naX been evaluated. The biaavallabllity of olanzapine given 8s Zyprexa, and the bioavailability of fluoxetine given a4 Prozsc were
no! affecied by food. [ris unlikely that there would be a slgnificant foad effect on the bivavailability of SYMBYAX.

Olanzapioe — Olanzapine is well absorbed and reaches peak concentration approximately 6 hours following an oral dose.
Food docs not affent Lh:_r:u: or extent of olanzapine absorplion when olanzapine is given as Zypreaa It is climinated exiensively by
first prss mewadolism, with spproximetcly 40% of the dose metabollzed before reaching the systemic cirsulation.

Fluoxstime — Following & single oral 40-mg dose, peak plasma concentrations of fluoxctine from 15 W 55 ng/ml we

uhlzrr'u.r:d aflcr 6 o ¢ hours, Food does not appexr 1o sfTect the sysiemic bicavailability of fluoxctine given as Prozac, although it may
delmy ity absorption by | 10 2 hours, which iy probably not ellnleally significant.

Distribution
_ SYMBYAX — The In vitrp bindin
binding of the individua! components.

e I?L-;;p;::—d- Urulmpinr (s exiensively distributed throughout the body, with 8 volume of disibution of approximaicly
: “o bound (o plasma proteins over th centrmi indi imari |
s D © conceawrmion range of 7 1 1100 ng/mL., binding primasily ta albumin and a,-ecle
Fluosetine — Over the goncentration 1
ange from 200 10 1
muman serum proteins, Including albumin and ::,-Jy:-upfulain. Thuow
drugs has not been fully evaluaicd /yee Drug Intsroctions (7.29)),

8 12 buuman plasma proteins of the olenzapine/fluoxeins combinetlon is simller to the

_ ngﬂ'{ﬂ.ﬂ approximataly 94,5% of fluoxatine is bound in vitro 1o
imeraction between fluoxetine and other bighly protein-bound
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A ' d Elimination
Metabolism 30 _ T ol
SYMBYAX — SYMBY AX thesapy yielded stcady-siaie concentrations of norfluoxetine simlar 1o thase geen with
fluoxetine in the therapautic dose range.

Olzsxapine — Olanzapine displays linear pharmacokinetics over the olinical dosing range. It half-life anges from 1:1 73]
$4 hours (Sth o 95t persentile; mean of 30 hr), and apparent plasma clesrance ranges from 12 o 47 L/hr (Sth 1o 95t pﬂtmnfc;
mean of 25 LAv). Administration of olanzapine once dally Icads to steady-yuste concantrations in about | week thar are approximartcly
twicz the concentranons afier single doses, Plasma concentralions, half-|ife, and clearance of olonzopine mey vary benween
individuals on the basis of smoking stsfus, gender, and age [see Dosage ond Adminisiration (2.3) and Clinical Pharmacology (12.4)).
Following & single ore} dose of '*C-labeled olanzapine, 7% of the dose of olwuzapine was recoverad (n the urine &s unchanged
drug, indicating that clanzapine is highly metabolized. Appraximetely 57% and 30% of the dose was recovered In‘ the urine and foces,
respectively, In the plasma, olanzapine accounted for only 12% of the AUC for toral sadioactivity, indicating significant exposurz 0
mewbalites. After multiple dosing, the msjor ciroulsting metubolites were the 10-N-glucurgnids, present al stzady staic al 141-& of the
cancentrstion of olanzapine, and 4'-N-desmethy! olanzapine, present st steady suas a1 31% of the concentration of olknzapine. Both
metzbolitzs [aek pharmacological activily at the concenuations observed. ' |
Direct glucuronidation and CYP450-medjated oxidation we the primary metbolic pathways for ullnup‘in:.' In vigo snudies |
suggest that CYPIAZ, CYP2D6, and the flavin-containing monooxygenase sysiem are involved in olanzapine ﬂ:t_:d:hnn. | I|
CYP2D&medincd oxidation appears to be & minor metabolic pathway in vivo, because the clearance of olanzapine is not reduced in |
subjects who arc deficient in this enzyme. |
. Fluoxctine — Fluoxeting is a racomio mixture (50/50) of R-flucaetine and S-fluoxeling enatiomera. In anlmal mud:l:,-bmh |
engntomers are specific and porent serownin uplake inhibitors with essentially equivalent pharmazologio sctiviry, The S-fluoxetine |
enantiomer is climinsicd more slowly and is the predominant enantlomer present in plasma a\ steady State.
_ Fluoxetine is cxicnsively metabolized in the liver (0 its only idenhificd oclive metabolite, ng/flucxetine, via the CYP2D6
pathway. A number of unidentified metaboljles cxist.
In znimal models, S-norflupxeting is A potent and seleclive inhiblior of scrolonin uptake and has activity essentially
equivalent to R- or S-flucxetine, R-norfluaxetine is significantly less potent than the parent drug in the inhidition of serolonin uptake, |
The pnmary rouie of elimination appeas o be hepalic metabolism to inactive metabolites excrexed by the kidney. |

Clizical issues Related (o Metabolivm and Elimlostion
The complexity of the mctabollsm of flucxetine hay several consequences that may pateniially sfYect the clinical uss of

SYMBYAX.

Varigbility In marabolism — A subsel (aboul 7%) of the population has reduced sctivity of the drvg mewbolizing enzyme
CYP2D$. Such individuals wo referved 10 a5 “poor metsbolizers™ of drugs such as debrisoquin, dextromethorphan, and the wicyelic
‘antidepressants (TCAs). In » study involving labeled and unlabeled enantiomers sdministered as a recemae, these individusls
mewbolized S-fluoxe=time at & slower rale and thus achieved higher concznuations of S-fluoxetine. Consequently, concentrations of
S-norfluoxetine al siesdy stele were lower. The mewbollsm of R-fluoxetino in these poor metabolizers appears normal. When
compared with normal melabolizers, the 1olal sum 8t Sieady stalz of the plasma concanlrations of the 4 enantiomers was nol
significantly preater among poor metabolizers. Thus, the net pharmacedynumic sctivitles were eascnlially the same. Aliernative
nonsaturable pathways (non-CYPZD$) also coptribule to the metabolism of fluoxetine. This explains how fluoxetine echieves 3
ricody-Stite concentration rather than increaying without Himit,

Because the metebollsm of fluoxetine, like that of a number of other compounds including TCAs end other selective
serolonm anhdepressants, involves the CYP2D6 system, concomitant therspy with deugs also metabolized by this enzyme system
(such &5 the TCAs) may lesd 1o drug imeraztions [see Orvg Inieractians (7.19 and 7,25)).

Aecumulafion and sfow elimination — The relasively slow climination of fluoxetine (climination half-lifc of 1 to 3 doys afler
soutz administration and 4 10 6 duys afier chronlc sdministration) and its sctive mctabolile, norfluoxetine (elimination half-life of 4 1o
16 day: after acute and chronic administration), leads 1o significant accumulation of these 3ctivo specles in chronic use and delayed
sitainracnl of steady statc, cven when 8 fixed dose is used. ARer 30 days of dosing & 40 mg/day, plasma concentrmions of flupxetine
n the range of 91 o 302 np/ml. and norfluaxeting in the range of 72 10 258 ng/mkL have been observed. Plasma concentrations of
fluoxetine were higher than those predicted by single-dose studies, bacausz the meabolism of fluoxetne is no! propartional 1o dose,
H“"_‘-“"*‘H ﬂ"-'-j'ﬂuﬂﬂmt ppears to have linear pharmacokinetics. Its mean terminal half-life sfter a single dose was 8.6 days and after
multiple dosing was 93 days. Swady-rure fevels after prolonged dasing are timilar 1o [evels seen at 4 10 S weeks. ;

The long eliminedon halftlives of fluoxetine-and norfluoxetine gssure that, even whan dosimg is stopped, ective drug

subsance wiil persist in the body for weaks (primaril din indivi i
| y depen on individual patien: charscrer prev C3ing reg
length of previows thesapy al discontinustion). This i B o indava P Charscierisucs, . loys d_ ng régimen, and

We prescribed el might interact with flvoxetine and norfluaxetne following the discominuation of fluoxetine.
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124  Special Populations | : ‘
Geristric — Based on the individus] pharmacokinctic profiles of olanzapine and fluoxetine. :‘f"—?‘;‘&'&%ﬁ?ﬁ‘:‘: gnrs i
SYMBYAX may be aliered in geriatrne patents. Caution should be used ln‘qu.:.mg e elderly, espesially |
might additively influeace drug metabolism and/or pharmacodynsmic smnlltuty. ;
In 8 study involving 24 healthy subjects, the mean climination half-life of olanzapin
‘ 1 fage)
blects (>55 years of age) than in non-clderly subjects (S85 years 0 . : : X1
" {:h: :i!pmitinn of single doses of Nluoxeting in healthy elderly :ub;m {::65 yewrs of 83¢) did not 1_1|ﬂ';: :::ﬂnmd; E;m
that in younger norms] subjects. However, given the lang half-hfe and nonlmear dﬁsos;lyiq? 1:'1' th; drug, :;u:lgc i smdym S i
ibili kinctics in the elderly, parficularly if they heve 3y
adequate 1o rule out the possibility of siterad pharmace : ! b e
' ‘ i the metabolism of Muoxetine have beea Investiga
multiple drups for concomitant discases. The effects of age upon : B e a
therwise healthy depressed palients (260 yews of sge) who received 20 mg flooxeline . :
ﬁi:u::i: pf:sm:ce::mtuﬁzu were 209.3 £ 85.7 ng/ml, a1 the end of 6 weeks. No unusual age-associsted panem of advene |

evanis was observed in those elderly patients, _ 1 _ ooy

Renal fmpalrment — The pharmacckinetics of SYMBYAX has not been studied in pauens *’:ﬁ fﬂ“| Impairm ;
However, olanzapine and fluoxetine individual pharmacokinelics do n-ul'd:ﬁ't:r s:glﬁcanuy in palicnts with renal impairmept.
SYMBYAX dosing sdjustment based upon renal impairment is not coutinely required. ‘

Because olanzapine is highly metabolized before excretion and only 7% of the drug i ﬁmﬂﬂi unchunged, ﬂ:*ﬂl] df-"f“f‘;"“"
alone is unlikely W have a myjor impact on the pharmacokinetics of olanzapine. The pharmacokinetic chardctenstics of olanzap :
were similas in patients with severe renal impairment and nonmal subjects, indicating that dosage ldjustmcnllbuad upon the degrecu
rena! impairment is not required. In addition, olenzapine is not removed by dlalys:s, The effect of renal impairment on olanzapine
metabolite elimination has not been srudied.

In depressed patients on dlalysis (N=12), flucxetine adminlsterad a5 20 mg once daily for 2 months produf:ed ﬂc-ufy-ﬂam
fluoxetine and norfluoxetine plasma concenoations comparable with those seen in patients with nonmal renal !ﬁ.ummn. While the
possibility exists that renally excreted metabolilzs of fluoxetine mey accumulate (o hi;hu ‘Ir.w:ls II:i patients wilh severe rens)
dysfunction, use of a lower or less frequent dase is nof routinely necessary in repally impaired patients,

Hepalic Impsirment — Based on the individua) pharmacokineilc profiles of clanzapine and fluoxetine, Uie |
pharmaocokinetlcs of SYMBYAX may bo alicred in patizais with hepalic (mpairment. Thas lowest sarting dose should be considered
for patients with hepatic impairment [2ez Harnings and Prycavtians (3,19) ond Dosoge and Administrailon (2.3)],

Although the presence of hepstic impairment may be expected to ieduce the ¢learanca of olnzapine, a study of the effect of
impaired liver function in subjects (N=6) with clinically sipnificant clrrhosis (Childs-Pugh Classification A and B) reverled linle
efiect on the pharmacokinetics of olmnzapine. '

As might be predicied from its primary site of metabolism, liver impalrment oan affect the elimination of Nuoxetine. The
elimination haif-life of fluoxetine was pralenged in & sTudy of clrhoric patients, with a mean of 2.6 deys compared with the range of
2 10 3 doys seen in subjects without liver disease: norfluonstine elimination was also dolsyed, with 3 mean duration of 12 days for
cirrhotic patienis compared with the range of 710 9 days in nonmal subjects.

Gender — Clearance of olanzapine is approaimately 30% lower in women than In men, Thara were, however, no spparent
differences between men and women in effectivencss or adverse effects, Dosage modificstions based on gender should nod be needcd.

Smeking Status — Olanzapine clearance is aboul 40% higher {n Smokers than in nonsmokers, although dosage
modifications are not roulinely required. |

Race — No SYMBYAX pharmacokinetic study was oonducted to investigate the affects of race. Results from an clanzapine
Cross-$rudy compurison berween dats obtalned fn Japan end data obtained in the US SUgyest That exposure Lo olanzapine may be sbout
2-fold greater in the Japanese when squivalent doses are administered. Olanzapine clinical swdy safsly and efficacy dats, however,
did nol suggest clinicslly significant d1fferences wnong Caucasian patients, patients of African descent, and 3 3rd pooled catcgory
ncluding Asian and Hispanic patients. Dossge modifiostions for race. therefore, are not routinely required.

| Cn_mhiu ted Effects — The combined effects of age, smoking, and gender could Tead 1o substential pharmacolkinetic
gifferences in populations. The clearance of olanzapine in young smoking males, for example, may be 3 times iigher than that in

elderiy ngn}moting &M:s..SYMET&I dosing modification mey be NECLSIAY In patients who cxhibit 8 combination of faclors thipt
may resull in slower metabolism of the olanzapine componen! (xee Dasage and Adminisiration 2.3)].

o was 3bout 1.5 Gmes gremer in elderly

13 NONCLUINICAL TOXICDLOGY

13.1 Carcinogenesls, Mutspenesh, Impairmeat of Fortility

No sycinagenicity, mutagenicity, or fentility studics we - i
studics performed with the individual mmpo?mta, 3 WEIE conducied with SYMBYAX. The following data are based en findings in
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Cartivogearst » e : ini 10 mice in
: w: — Oral cwcinogenicity swudics weit conducted in mico and riEs. Olanzapine way adminisiered

-rs-.-:I: :J-dp::s at doses of 3, 10, and 30720 mg/kg/day [squivalent to 0.8 (o 5 times the maximuim recommended human daily
wo L L]

D on a my/m’ basis), Rats were
MRH ’ 2. and B op/kg/day (equivalant 10 0.06 w 2 times the MRH
12“5 for 2 ?3:: :ﬂog:r:s ;lél‘;]SIsznf smz'd :ﬂ ngf:?(mﬂu] and 0.25, 1, 4, and 8 mg/kg/dey (females) (equivalent to 0.Jtw?
L2 - o ¥ (LY |}

: i hemangt WS
0.1 to A times the MRHD on a mg/m’ basis, respectively). The incldence nr.h?ﬂ g i g bl?'a;ﬂ;::iumnrs
s lwl i n;ud'nnmmnummdyihfmm&m:datﬂmﬂf‘&'dﬁ(Zlmm:m}munlmﬂm o) 2 pasis); in
mgmﬁﬁrtl . mc!:d in E"lﬂlh!l' mouss study in femiles dosed at 10 or 30/20 mg/kg/day (2 1o 3 times d“: H-RHD b bt IIJ'.MI
;E:ﬁn;t;'n:::w“ - high incidence of early moma iies In males of the 30/20 mg/kg/day group. The incidence of mammary g

adenomas and sdenacarcinomas wes significantly increased in female micd dosed al 22 mg/kg/day and in (emale rats dosed 82

pect psychot ically

- ? basi ly). Antipsychotic drugs have been shown lo chronica

gk 0.5 and 2 rimes the MRHD on a mg/m” basis, respeeiively _ \ i o -
i::vr:m g:l:L{in jevels in rodents. Sorum prolactin Jevels were nol measured during the clanzspine carcinogenicity studics: RN

messurcments during subchronic toxicity studies showed thl olanzapine clcvated serum prolactin levels up :d :-n[;l: !::rr:go I:;:!:

same doses uscd in the carcinogenisity study. An increase in munmary gland nqplumu has bezn found 1: syl -

sdministration of other amipsychotic drugs and is sonsidered 10 be prolactin-medisted. :I'hc relevance for human n

srolactin-mediawd endocrine UmMOTS In rodent is unknown [soc Warning and Precaufions (3.20)]. d
Fluoxetine — The dictary administration of fluoxetine to raw and mice for o years 8t doses qu]p to 10 :_nd l? rrlsfkg/. ;?.

respectively (spproximalely 1.2 and 0.7 times, respectively, the MRHD on & mg/m"” basis), produced no cvidence of cAICINDBENICIY.

Mulagenesh | S
Olanzapine — No evidence of mutagenic potentis! for olanzapine was found ip the Ames reverse mutalion test, in vivo

mioronucleus tost in micz, the cugmosomal aberration test in Chinese hemsler oVary cells. unscheduled DNA synthesis text in rat |
hepatocytes, induction of forward mumwtion test in mousc lymphoma cells. of in vivo sister chromatid cxchange (e8t in bone murrow of

Chinese hamsters. :

Fluoxetioe — Fluoxetine and narfluoxetine heye been shown 10 have no penetoxic cffecls based on the fnllWJng ASSEYS!
bacteria) muration xssay, DNA repair pssay in cultared rac hepatocytes, mouse lymphoma asiay, and in vivo sister chugmalid exchange
assay in Chinese hemstey bone mamow cells,

impalrmentof Fertility

SYMBYAX — Fenility studies were not conducted with SYMBY AX. However, In a ropeat-dosa mt oxicology study of
threo months duration. ovary weight was deoreased in females trested with the low-dase [2 and 4 mp/kg/day (1 and 0.5 vimes the
MRHD on & mp/m’ basis), respectively] and high-dose {4 and 8 mp/kg/day (2 and 1 fimes the MRHED on a rnghﬂr'.l1 basis), respectively)
combinations of olanzapine and Muoxetine. Doereased ovary weight, and corpora Juteal deplction and ulerine atrophy were observed
to = greater extent in the females receiving the hiph-dose combination than in females recciving either olenzapine or fluoxetine alone,
In 3 3-month repeat-dose dog 1oxicology swdy, reduced epididymal sperm and reducad testicular &nd prostale weights were obscrved
with the high-dose combination of olanzapine and fluoxetine [5 wnd § mp/kp/day (9 and 2 times the MRHD on a mg;m’ bacly),
respectivoly] and with olanzspine alonc {5 mg/kg/day or 9 times tha MRHD on lmp'rn"" basis).

Olsuzapine — In a fertilisy and reproductive performance study in raty, mals mating performance, but not fertility, was
impaired 3! » do3e of 22.4 mg/kg/day and female fenility was decreased ot a dose of 3 mg/kg/day (11 and 1.5 tmes the MRHD on a
mg/m’ besis, respectively). Discominuance of olanzapine treaiment roversed the effects on male-mating performance. In female rats,
the precoital period was increased and the mating index reduced at S mg/kg/day (2.5 times the MRHD on & mgjm‘ basis). Diestrous
w:ilpfﬂ!ﬂngtdl n.r_u.d estrous was delsyod o2 1.1 mg/ka/day (0.6 times the MRHD on 8 mg/m? basis); therefore, clanzapine mey produce
b deley in ovuialion, b

Flooxctine — Two ferility studies conducted in wdult rats at doses of vp 10 7.5 and 12.5 mg/kg/dsy (spproximately 0.9 and

:; ;}m:s the MRHD on 3 mg.frn: basis) indiculed that fluoxcting had no sdverse effecls on fatility [sec Use in Specifie Populoitons
1 4)).

B

L CLINICALSTUDIES
14.1 Blpclar Depresaion

4 ‘I:hu l:Frfur:y ol SYMBYAX f‘fr the treatment of depressive episodes associsted with bipolar dlsorder was established in
f :r—‘nfl-!? designed, Etmfek, m:gnmlm,dﬁublbblind, cantrolied studies of paticrns who mer Diagnostic and Statistica) Manyal
coifion (DSM-1Y) critevia for Bipolar | Disorder, De pressed Wiilizing fNexjble dosing of SYMBYAX (6725, 6/50, or 12/50 mg/day),

l clanzapine (S w 20 mg/dsy), and plscebo. These ] -
y B . sTwdles includad enl = i .
o i il gt : patients (18 years of age (n=788) with or withoul psychotie
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26 toms in these studies was the
{ used (0 wssesy depreaaive symp
| The primary reting instrument s cliniclun.rated scalc with 1ozl seores renging (rom 0 10 60. The

ontgomery- lon Raling Scale (MADRS), » | O-item s
e u:l-rm;ib:::f:rf :?n::s: sm[;ams was the change from baseline 1o endpolint in tho MADRS tota) score. In both §
peimary

S towl
SYMBYAX Was suusnr.-ny significanily cupcrlur 15 both olanzsping monotherapy and placebo in reduction of the MADR

.!C-Dl'ﬂ.
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142  Treatmeat Resistant Depreasion

| [We have revised the following xechion to more uceorately veflect the data wipd (o pracss efficacy.]
' The eficacy of SYMBYAX in Ucstment resistant dopression was demonstrated with data from $-) clinical studies (p=379)

(Feble-33. Doses cvalualed in these studies ranged from €3—H-20Lmg for olanzapine and 2520-59-00 mg for fluoxetine.
Two-ideanselly-desizmedAn B-week randomized, double-blind controlled sudyies{Stusdy—-end-5hw wasero condutted 10

evaluate the efflcacy of SYMBYAX in patients (u = 300) who met DSM-1V criteris for mejor depressive disorder and did not respond

to 2 entidepressants of adequate dosa and duration in Dieir current episodo{N=685). Patients who were nol responding Lo an

antidepeessant in their current episode enlered an 8-week open-label fluoxeting kad-in; non-responders were randomized (1:1:1) to

recelve SYMBYAX, olanzapine, or fluoxetine, and were reatod for 8 weeks, SYMBYAX was fiexibly dosed betwaen 6/50 mg.

12/50 mg, and 18/50 mg. Resulls from ono{Savdy-of thviso-2-sivdlosth|s study yielded I'lﬂliillully significant grexter

reduction {p<8-884 in mesn lotsl MADRS scores from baseline to endpolnt for SYMBYAX 4.8)-versus fluoxetine ¢5-83and

| olanzapine 3. A second study witli the same wreaiment-résistnt patient population (n=2§), when gpglyzed with ghange in MAQII,

the primary pylcome muasure, demonsirated slgnRsics ignificantly greater reductlon In MADRS soores Tor SYMBY £

Muoxetine gnd olynzgpine. Addinonasiy A Qg 14 4t ug{:—i— MWMMMMMM
365 -rospeniiveb-demonstraled Slalstjca exter redustion in wolal MADRS scores for SYMBYAX versus
Mucxelne4a=6-0420-07 1 01041 wqreimmpanqnig_ﬂpﬁmw when anplyzed sorsho-semejl 2

subpawlshan of depressed patienty (n=231) who et 1he definition of reannen cesigiance (patients who were-had not responding
responded o 2 m*-dtprcmu of sdequate dose and dummnrb-uth Mm the curront up;wdu]

B R L y = - - ]
' - F = - L] . L]
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16 HOW SUPPLIED/STORAGE AND HANDLING

SYMBYAX capsules xre supplied in 3/25-, 6/25-, 6/50-, 12/25+, and 12/50-mg (mg equivalent olanzapine/mg equivalent
fluoxetine') strengths.

TFSYMBYA.X | = _ C:NFSULE STRETT{-G_TE________ A s
| 3 mg/25 my 6 mg/25 mg 8 mg/50 mg 12 mg/25 mg 12 mgg/50 mg
| —-—T— R - . —1
[ Keotoy Peach Mustard Yellow | Mustard Yellow Red & Light Red & Light
i & Light Yellow & Light Yellow & Light Grey Yellow Grey
| CapaieNo. | 51y309g PU3231 PLI3233 PU3232 l PU3234
s , = -
Bt BT | Lily 2231 Lilly 3232 Lilly 3232 Lilly 3234
| 3125 ’ 8125 8/50 12126 12/50
| NDC Codes | ; N
| Boties 30 = 2, = ] RN T - 42
0002-3230-30 0002-3231-30 0002-3233-30 0002-3232-30 0002.-3234-30
Bottle: 100 i I & i, F-—7 s acearpein
; 0002-3231-02 0002-3233-02 0002-3232-02 | 0002-3234-02
Bonles 1000 | 3 | R | i
| | 0002-3231-04 | 00O2:3233.04 | 0002-3232-04 | 0002323404 |
| Blistcrs 107100 | R, e 1 e ee———
{ 0002-3231.33 0002-3233-33 0002.3232.33 0002-3234.32
* Flucaetine base equivalent J =5 = >0 — —t

' IDENTI-DOSE®. Unit Dose Medication, Lilly.
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Store at 25°C (77°F); excrrsions perminad 10 [5-30°C (59-86°F) (sze USP Controlled Rocm Temperatwre].

Kezp tightly closed and protecx from molsture.

17 PATIENT COUNSELING INFORMATION
17.1  laformation for Fatiesty

Preseriders or other health professionals should inform patients, their familics, and their caregivers about the benefits and
risks associated with treatment with SYMBYAX and should counsel them in its appropriaie vse. A patient Medication Guide Aboul
Using Antidepressants in Children and Teenagers Is availsble for SYMBYAX, The prescrider or health professional should instruct
paticats, their families, xad their caregivers to road the Medication Gulde and should masist them [n undevstanding Its contents. Paticnls
should be given (he oppormunity w discuss the conients of the Medioation Guide and to obtain ahswers to any questions they may

have. The complete text of the Medication Guide (s reprinted a! the end of this document,
Paticats should be adviscd of the following Issucs ind asked (o alert their preseriber if these occur while taking SYMBYAX.

Palicats should be cautioned about the concomitant use of SYMBYA X and NSAIDsS, aspirin, or other drugs thal aflect
coagulstion since the combined use of psychotropic drugs that interfere with serotonin reuptake and these agenty has been assoclared
with an increased risk of bleeding [3e¢ Wornlngs and Precoutions (3.15)).

Paienly should be advised Lo aveoid micohol while taking SYMBYAX.

As with sty ONS-sctive drug, SYMBYAX has the potenual 10 impair judgment, thinking, or moior skills. Patients should be
cautioned sbovl operaung hazardous machinery, inclugimg awiomaobiles, until they are reasonnably ceriain that SYMBYAX therapy
docs not affcct them adversely.

1IFthr..r-.t.:; should be 2dvised ko inform their physician if they are taking Prozac®, Prozac Weekly™, Sanafom®, fluoxetine,
Zyprexa®, or Zypraxa 2ydis®. Pazients should be advised 0 inform their physicians if they are taking or plan to take any prescription
or m':r-'.h:i*::un'.: dru;.;.s, including herbal supplementy, since there is 2 potentisl for intevactions. Patients should also be advised to
inform their physiclans if they plan 1o discontinue any medications they are teking while taking SYMBYAX, as stopping & medicston
may &i50 impact e overall blood level of SYMBYAX.

Patients should be advised regurding spproprims care In avoiding overhesting and debydration.

Patients, if taking SYMBYAX, should bz ndvised not fo bresst-feed.

e Pmir_nu should be advised of the risk of onhostatic hypotension, cspeclally during tha penod of initin dose titration wnd in
essocialion wath the use of concomitant drugs that may poteatisle the orthostatic effect of olan2apine, e.g., diazepam o1 alcohol
[see Wornings and Precovitons (5.10) and Drug Interocliony (7)].

Patients should be advised to notly thelr physician If vecome pregnent of {0 L
RSl they pregn intend to become pregnant during

Paticnls should be sdvised 1o notify their physiclan if they develop 3 rash or hives while kmg SYMBYAX

Patients should be advised 10 take SYMBYAX exzctly a3 prescribed, and 1o continue aking SYMBYAX 13 preacribed even

after their mood symptoms improve, Palients s |
'l INogC symploms in . 5 3bould be advised that they should not alter the - ;
v TMBYAX, withou!l consulting their physician, r dosing regimen, or stop taking

Patient information is printed of the end of this insen Physici :
i ]  Physicians thould discuss this Information with their patien
iR - T 1 - u Md
rsauct Grem fo read the Medicarion Gulde before starting therspy with SYMBYAX and exch time their preseri :iunpi: refilled
172 C”ﬂlrtﬂlwizrﬁtnmg and Suleide Risk P Wed,

Pelitnts, their families, and their caregi

ks WIIES, &nc Their caregivers should be encouraged 1o be alen 1o th anxi i :
aftac e = , : A ¢ emergence of
UHHE} :::nt;nﬂ.ri:bnrnff. hnﬁrHir}f. nS-ETﬂSEchtﬁ. impulsivity, ksthisiv (psychomotor nuli'.:gmc;;} hyp;;wg;‘::u::" ]::m
e .d:ﬁi S ;.w dVIOr, worscning ofﬁ;:n:smnn. and sulcldal (destlon, especially carly during n.mi&: essant tremm “‘ m;r
bt ;;.;ﬁu;r:d}uf;r:?*? F:mtlu:s g caregivess of palients should be adviscd to absarve fur:':c umngmec?;such
T UTHEY D853, Since chenges may be abrypt. Such : h

rolessional, ially i 5 Symptoms should be reponed 1o the patient’ ;
P wspecially if they are severs, abrupt in onset, or were not pari of the patient’s p?::nulng :yml;wms ;E:;:::;r ur:ﬁuh
' such ns

trese may be associaled with an increased ri ici '
B e = ' 5K {or suicidsl : . T
possibly changes in the medication, 8] thinking and behavior and indicate 1 necd for very close monitoring and

17.3 Serotovin Syndrome

Patients should be cautloned abou ‘
ton 1th eroloni :
el shsnin ® rizk of serowonin syndrome with the concomitent use of SYMBYAX and triptans, ramadol o

17.4 ¥DA Approved Msdication Guide
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Medication Gulde
About Using Antidepressants in Children and Tesnagers

What is the most Important Information | should know f my chlid Is bsing preacridad an antideprexsant?
Parents or guardians need 1o think about 4 imponant things when wheir child is prescribed an antldepressant:

I. There is a risk of auicldal thoughts or actions
2. How (o try to prevent suioidal thoughts or actians in your child
3. You should warch for cermin signs if your child is aking an antidepressant
§. There are benafits and risks when using antidcpressants
1. Them i= a Risk of Suicldal Thoughts or Actions
Children and teenagers sometimes think sbout suwide, and many repornt trylng fa kill themselves,
Antidepressants increase suicidal thoughts and actions in some children and teenagers. But sujcldal thoughts and sctions can also be

caused by depression, a sevious medical condltion that is commonly treated with antidcpressants, Thinking about killing yoursell or
trying 10 Kill yourseif is called suicidality or being Sulcidal.

A lwge study combined the results of 24 different studics of children and tecnagers with depresalon or ather iline3ses. In these studizs,
patients took cither 2 placedo (suger pill) or an antidepressant for 1 1o 4 months, No onxe commllied sulcide In these udles, but some
psuents became suicidal. On sugar pills, Z out of every 100 became suicidal. On the antidepressants, § out of every 100 patients
became suicidal,

For some children snd tecnngers, the risks of sntcidz] ectiony msy be espechally high. Theac includs palients with

Blpolar lliness (somatimes called munic-depressive ilinags)
* A family history of bipolsr illness
* A psrzongl or [amily history of aflempling svicide

(fany of these are peesent, make sure you tell your health care provider before your child tekes an antidepressant.

2. How 1o Try to Pravent Suicidal Thoughts and Actions

To try to prevem suicidal thoughts and actiony in your child, ps j '

) | & : , P8y close attention to chinges In her or his moods or sctions, especially if
the cl‘.il.ng.:s occw suddenly. Other impertant psople in your child's Jife can help by paying sneantion as well (e.g., your ::llildﬁlh;i
and sisters, teachers, and other Imponant people). The changes 1o Took out for Are listed In Section 3, on what 10 waich for. ‘

Whenever an antidcpressant is started or its dose is changed, pay close sfention o your child,

Aller stanting an antidepressant, your child ahould gencrully sec his or her health cwre provider

Once » week for the first 4 weeks
Every 2 weeks for the next 4 weeks
A fler wking the antidepressant for 12 wesks

* Afer 12 weeks, follow your health care provider's advice about how ofien to come back
*  More often if problems or questions arise (see Secton 3)

You should call your child"s henlth cwe provider betwemn visits if needed

J. You S
hould Walch for Certaln <igns If Your Chlid Is Taking an Anldepreasant

Contacs your child's health ¢ ‘
i) ST provider rigkt avoy [ yor ibi o
WOTSE, or WorTy You, your child, of your child's teachers - o D U Of the following signs for the fira time, or if they seem
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30 :
* Thoughts sbout suicide or dying

*  Amcmpis o commil suicide
« Now or worse depression
* New or worse anxiety
* Feelimg very agitated or rertless
* Panic anacks
* Difficulty sleeping (insomnia)
= INow or worse ivitability
* Acting sggrenive, boing angry, or violent
* ACtng on dangecrous impulses
* AN extreme increase in sctivity and tlking
*  Other unusus) changes In behavior or mood
Never let your child stop taking en antidapressant withour first talking 1o his oc het helth care provider. Stopping an antidepressant
suddenly can eause other symploms.
4. There ere Benefts and Risks Vhor Using Antidepreasants

Anlidepressents we used 1o trear depression and other llinesses. Depression and n:fthtr illr:.n_t::.s cah lead !.? suicide, In soms :hildm{:
and teenagers, Weatment with an entidepressant increases sulcldal tiinking or actions. [t is impartanr 1o discuss all the risks of lreating

depression and also the risks of not ueating It You and your child thould discuss all veatment chaices with your health care provider,
fich just the use of aniidepressants.

Other side effects can occur with antidepressants (see section below).
Of all the antidopressants, only fluoxetine (Prozac®) has bean FDA approved 1o treat pedimvio doproasion.

For obsessive compulsive disorder in children and tesnager, FOA hus approved only fluoxetine (Prozac®), serrmline (Zoloft®),
fluvoxamine, and clomipramine (Anafranil®),

Your health care provider may SUgges! other antidopressants based on the past experionce of your child ar other family members,

Is this all | nead 1o kMow (7 my child Is baing prescribed an antideprescant?

No. This is a waming about the risk for svicidality, Other side effects can accur with antidepressants. Be $ure W ask your health cye

provider to explain ull the side effects of e particular drug he or she js prescribing. Also ask abour drugs 10 evoid when Lang an
antidepressant, Ask your healih tdse provider or pharmacist where w find moro Informarjop,

Prozac® is o registered vademark of E)i Lilly and Company.

ZoloR® Is a registered trademurk of Pfizer Pharmaceuticals.

Anafranil® is o rogistared rademark of Msllinckrods Ine.
'his Medie

RX only
Literature reviseg Seplember B, 2008

Blion Guigs has been Spproved by Ihe US Foad and Drug Agministration for 8ll anlidepressants.

Elt Ly and Company
Ind@napolls, IN 45285
W, SYMBYAX.com
BNL 5412 amp
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