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A primary concern with this applicatiOn and the ptjmary basis for our not taking a final aClion is our
vJe... that we lack important safelY InfomDlion oceded 10 ail",!••'el)' updot. "'e'labeling with all
releyant risk information. In particular, we are concemed that tho labeling is deficient with regard to
informetlon obOUI weight s.in, hyporsl)'ccmill, and hyporlipidemla thDI is associoled with olllllZllpine
usc.. whother takon alone or In combimltion with fJuoxctino. You must fully addrns these concems
beCore we will b. able to tal:e afinal aclion on this application.

Our Ms. Wojeleszelc:

Please refer to your supplemenllli new drug application dattd Scplember 28, 200.6, receiyed September
29 2006 submitted unde, section 505(b) oflhe Feaer.1 Food. Drug. and CosmellC ACt for SymbYIll
(olanupinc/Ouo,el!"e) 3 mg12S mg. 6 mg/25 mg, 6 mg/50 mg, 12 mg/25 mg, and 12 ml150 mg (mg
"'luinlc", olanzapinc!mg "'luI••lent Ouoxe!,"c) capsulos.

We aeknowledgo receipt ofyour amendments dated Noycmber 8. 28,2006, December II, 14,2006,
and Febru.ry 5, 20, 2007.

This suppletncnlal new drug oppliCilion proYidos for iIle use ofSymbyax (olanzapinelOuoxetinc)
tap$\lles for Treatment Resistant Depression (TRD).

We compJeled ou, review oflhis application. and il is approvable. Beforelhe Dpplication may be
approved, however, you mu,(address the foll"",jng issues:

Updaled Information 00 R;,ks orWelgbt Glin, Hype~y<emi.,aad Hyperlipidemia

--'_ .... - - ---

Defining what your response will need 10 be to fully address these concerns will likely involy. an
interact;ye process wllb us over. period oheye,,1 weeks, because we, first orall. need 10 fully
understAnd the uni~erse oCreleYCltI oJlIlZipine and olanzapinrJlluolatlne combination (OPe) sllldic5
and thelt choractenstlcs. Once we bett., underSUlnd this set oCS1udies and whal dllll peninenllO our
conl;cms were COllected, We ...,i11 be in • betta- posidon to provide deLailed advice on what studies to
~olt w~at dida to Ptovid~1 Bl\d what ::ufdltlonai analyses 10 conducL In 'hara'icriz.ing these tria's, ir:
w.1I be ImpoJUnllo prOVIde detAils on what data we", collected (e.g .• pl.sma glucose, HbAle.lolaJ
choles~rol. HOL. l.DL, rriglyceride:. and urine glucose). UI1dcr what condltkms (c.g.. rastin~ vs non.

NOA 21-S20/S-012

RPR-0G-20B7 15:10
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If you feel you have already aggn:g.ted and ,ubmlned data to address these concerns, then llIe ask that
you din:et u, to p~ci,ely which submissIons these en:. If, on lhe other hand, you hav. oggregaled the
Bppropriate data for your own inlel'1llll purposes but not 5ubmined them, we ask you 10 submillhcm.
Your ",«nl Febru.ry 20, 2007 response 10 our January 12.2007 I.ner regarding the Ne'" York Times
story has not been p8l1icul.r1y helpful in eddres,ing lh... con«rns.

Ple..,e submit revised d"'ft labeling for the dru Th I b II .
•nelosed labeling le><t '0 h ._. g. e a a ng should be Identical in conlen'lo Ihe

11 r I e pac",agl: lns.cn.

In addition, all provious revisions as roflecfcd i U1
included. To f""Hilate review of~our sub . .n e "'~dt rteently apprOVed paekago insert, musl be
the changes. mISSion, prov, 0a highlighted or m81ked-up copy lhat shows

..... -. - ._.

POSI Markelloe COlDmllllle.'.

Long-Term Efli....y Styd..k!

Since TRI? is a chronic illness, you arc required to assess Ihe longer-torm effectiveness and safety of
Symb~... In TW. Aecordtngly, wo ask for your commitment to ,ubmi~ as a Postm.n<etinS
COmmltmen~, the "'~\II,l' oflhis study 10 evaluele Symbysx', ability to reduce tho risk ofrelapse in
;~:~I;~:;n.;,~e~~ealtefnts WIth TRO

I
f h' •We ask thai you commitlo submitting these resulls no laler than 3

. 0 approvi 0 t IS supplemental application.

LabeliDC

Our overall goal is to improve labeling wi!h regard 10 these findings so that clinicians will be better
informed on what the risks art for 1~c:ir pAIicnts. They cannol make reasonable b-e.tlment decisions
until they have such information. We do not feellha! ell11'ent labeling for eilher SymbyllX or Zypre...
provides ,uffici.nt informBlion on Ihese ris1<s, and we fully intend to in,un: that thes.rabels are
enhanced with the best avAibblc infonnation to chanttcrbe these risks.

Regarding daU displays, an ovaral1 strategy will be 10 subgroup palienls on the basis of their SlOtuS at
baseline 60 that clinicians c.sn bener understand the risks associated ",ith treatment of pllierils falling
into diffon:nl risk categorios. For "".mple, we nole that your proposed Symbyax label includas
information only on proportions ofpatients who are relatively nonnol at ba",line with regard to
random blood glucos. « IdO mgJdL), i.... 2.9% of such pationts receiving OFC had on-trealmenl
I.vels ~ 200 mgldL compaml !O 0.30/. of placebo-tn:ated pationt•. However, we note thaI 46% of
patients who were bonlerline to high at baseline (140 to 200) h.d $\Jch on-Ir._ent levels .ompared 10
only 5% of placebo-treated ""tients. Thi' Ian" finding wes based on , 'mall number of patlenlS in th.
OFC program. pnd for thiS rcason, we wauld like to sec such data tbr the cn!ire olanupinc program.
In addition, we "'er. troubled that Ihis imponanl finding was not included in your proposed label. We
will wanl you 10 provide similar Infonnalion bescd on suberoupings ofpatients on the basis of weiShl
and BMI (for weight change), and lipid findings for the lipid data. We will wanl you 10 provide data
both on proportions of patienlS meeling cerl3in on-treatment crileria and also for mean chanse trom
baseline.

)I1DA 21_52015·012
hg.2

rllS\in~),the demographic chanc\t1iltlcs or Ille subjects (e.g., pediatric vs ndu\\), and at w'tlat in\el\'a\s,
Once we ~ve this infonnotion, w. will wor1< with you 10 deflJle whal stlJdies to poo~ and whal data to
provide to us and in ....l'i11 format.
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6. Prior .I~ an BpprtJval acHen, \111: reqIJlre an updated report On the worldls o.rchivDllllcrature
penalOlnS 10 tho safelY ofSymbyox. Please provide. summory ofworldwide e~peri.noe on the
,afety of !hIS drug. Include .n updlled ..t;mote of use for drug ~keled in other eounllios.
Th~ ~11 shOUld ,"clude only literature not covered in your previous submi.s&ions. We will
;~u h~~~fd~~::~~~:~;d~~~Ct~~I~~~dl~~SvlilC~tur~ systcma[lc~IlY. and in detail, and that
SYlOby Th h d ~ y a eel oonduslons aboUllhc suet, or
(.helr e:;enl~~f~~ '':'~:h::~ ~~it~1 ::b~~~eralufurell,ean:h ~as condueled. by wbom

or I"".. (,nclud,ne lnons1,,,...) of
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2. When assembling the s~IQns doscribing disconrirtua~ions due to adverse events, sertous
adverse events, and common adverse events, incorporate new safety data as follows:

• Present neW soCety da•• from lbe studies Cor me propo,ed indiealion using tbe same
format IS the original NOA submission.

• Presenl tabulalions of the new saCety data oombined with Ihe origin.1 NDA d....
• Include Iables that co"'pille frequ~neie, oCadyerso evenlS in lhe original NDA with

the rOlabulated fRquenci.. described in the bullot above.
• For indio.tions Dlher Ihan !he proposed indi"'lioD, provide scpara'e IIbles for the

frequencies of;dvcrse events occurring in clinical uiaJs.

1. Describe in dotail any ,ignlfican, oh.nges or fmdings in the ..Cety profile.

5. Describe any information thilt sugges'" sub8lanli,' change in the incidence ofcornrnon, bill
less seriOUS, adverse evonb between the new data GIld tho original NDA dalL

4. Provide case report forms BIld narrati'Ye summaries {Dr each patient who died during ill clinical
Study or who did not compla!c , study because or an adverse eyenl. In addition proyide
narrative ~ummarics for serious a.dve~e evCTIts. I

We n:quire a r..iew ofth. ,talU, ofall Symbyax aotions lalcen·or pending before roreign regulalory
avthorities. Approval ootions can be no.od, but we ask Ihal you dcsc:ribe in delail any .od on "lions
Iakc:n thaI have be... negative, supplying a tulle.planation oflhe views ofall panics and .he resolUtion
orthe maner. JfSymbyax hos been opproved by any non-US regulatory bodI... we ask ,hill you
prOVide us any approved labeling for Symbyax ,long wllh English "oosl,Uon, when needed.

Forelg. Regalalory \JpdlltlLabeliug

3. Present a retabul.tion ofthe 'cosens Cor premature sludy discontinuation by Illcorporaling the
drop-oulS from lhe newly eompleled Studie.l. Describe any new trends or panems identified.

Request for Sarely Upda'e.nd World Lite,,'or< Updalo

-_ .... _- - ._.

~n you rospond 10 the above deficiencie,. include a safety updale ... described al21 CFR
314 .sO(d)(5)(vi)(b). The safety upd.te should include data from all non-clinic.Iand elinital srudies oC
the drug under ~nsidrnlion rcgudless ofindlc6tion, dosagE: form, or dose level.

If ,~4Idonal info""ation Rlaling 10 lb. safety or ometiven", Oflhi, drug becomes availabl.. r.vision
orlbelabeling""y be ~uired.

NOA 21-520/5-012
Poso 3
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Thomas La.ghrcn, M.D.
Director
Division of PsychiOll)' Products
Ollice ofDrug Evaluation J
Cenle, lor Drug Evaluation ond Research

Sincerely, .

Under 21 CFR) 14.102(d). you may request a meoling or telephone eonferencc wilh!he Division of
Psyehlorry Products 10 disculS whol further Sleps need 10 b. taken before the appllcBlion may be
applOved.

anitles. 'The leport should e.rnphuize .Iinlul data, but new fIndings ill plet\illica\~ 01
peWlli.1 signif'ta/lct should also be d....ibed. Should ally repoll or finding b, judged
importan~ a copy (lranslaled as required) should be submilled for our ",view.

In addition, submitlhroe copies olthe Introduclory promotional materials lhal you propose 10 USO lor
this product. Submil an proposed materi,ls In draft or mOOk-up form, nol final prinl. send on. copy 10
this division and two copies.ofbolh the promotionll materillls and the package insert diRttly to;

-_.~.- - .

Within 10 days after the dale ofthis lener, you are "'lui~ 10 amend rho application, nolilY us ofyour
in,en,1O file an omendmen~ or follow one olyour otller options under 21 cm 314.110. Ifyou do nol
follow on, of these options, we will eonsider your.lack of",sponse a mjuc>llo wirhdraw Ike
application under 21 CFR ) 14.65. Any omcndment should respond to aU thc deficiencies liSled. We
will not proass a pani,' reply as a m.jor amendment nor "'"I rhe review clock be r.ocli.oled until oil
deficiencies have been addressed.

Food end Drug Administration
Cenler lor Drug Evalu,tion and Research
Division ofDrug Markeling, Advanl,lng, and Communicetions
5901-B Ammend.'e Road
BellSVille. MD 20705·1266

Ifyo. hove any questions. call LCDR Renmeet Grewal, Ph.nn.D., Regulatory Project Manager. 31
(j01) 796-10!0.

Enelo",,.

NDA 21-52015-012
Page 4

1'Illl-28-20B7 15:06
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HtklPll'b:Jl-dn1&d ~pI"'llC1'rlr i.Jv. bcOl~d' (l,lll
Ltoium-lnClI\i:"r li!hi. "n:4 f7 1')
Plw~'"-JlDIftllaIr~d"-d pllcqlOllll~dl(7.14)
S-lI:Incrpc InlI' -polnt\IJ~~n~J~'.56,'.16. 7lDj
Tr~itW\~tr rt'C\,) -tNliIlr.;.,l'C'... ~f (7.1;)
W'..-f_m .. iflQ'CD' t'l.:ln1Qirc; -m. S"t"'/o(BYAX*'"Uc..np (7,U)
On;p ro+a, lnWJ'fm ...... htil uiJ (WSIUlh, "plria, '-'Ifarin. &)
ft'Il1~iR l:tlI ruto1~ 17.1')
nllCn.tSif!z: Util iMj\Qr erCYNSDlD6 iIl4ihC -._, (l2')
ClN,p blfld1'~ \ll pl'UtIlI prll&b/1'I" way W1Jf rt.m ~ plaPg,
~c:.tiolo:I{1.l91

--:---~lJSt INSPtQJ'Ic I'OflJ'L.o\naN'~S==-:;:;:-_
• ,~;y; SYJoiBv-,x mwlcl k~ d:mll'Jft'~ olllr iithe

p;I~1tI bodll:,Mljfiq Ikp'larliLI Nt ~ dw: (.:till (1./)
• ""l,tmnr moUtvs, ~I Cnd'1l\; Un~ ru:o",ll:C1'6t4 (1.3)

Scr.11 ftItP..TrtHT~t1JN'G~FORM4TCON,e4 "1)"•
..,,"""" ,.lInllla ,. '1.

<¥'R-1l6-2007 15: 16



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

P. IEI/38

= ,. - - ._---

006196

lIAR ? r '''17

G. BrOPhy

1.. 8ip:JOIJID
7.5 C.,.,&Ift....nc
7 6 c,.,.,.,.
7.1 CNS AetUl& ONII
" EtWftC'IWlII,1WC UlcrcP7lteT)
1., ~I
7.10 'I1foI'OUIn\IIC
1 II 'U'!opm:bl
7.12 L4klln
7." MIl1011Tirc(gia..x ilWbtlClh
7.lf PJl~
1. IS'llllalidt

7.1~ '~ftCrJlc.""""
7.17 Tha:lph,onill.
'1 I' ThoOl'lazl/lO'
1.19 Trir;yc:I/C Mlidrp.JUrllJ CTCIu)
1.10 T~I
'2IT~

7.12 Vfl~
1.» "'ttf'1I1A
'1 l' DN" Nt inftrf'rt wr\I'l /I(TrlgrwiJ l'NbJlb, .1II;Imn.

'"91"1\111\ ~)

7.21 DNSlIJlC'-boltll'd by CYP:100
1.16 .Dn.t;s tTlI;\IbolLa4 b,. em"

'111 En-ttl of oIlrlUpi~9n 4'~'lJQ'OorUcd'" 0Ihc:t C;YP I:/ILYMi
7 ~e 1M atrc.clllrllllrr dn.IBt Ol'l /lllADp'llC
1.29 Df\lCJ lilf!t1,. bovn~ '" p11&m. Pf'O\/I""

• LISt IN81ccmc I'Onll.A.nO~s
1.1 PrcJ,/l1J\=)'
l.'l l,,*1M Dtlntl)'
'.J NW1iAa MoltM:n
•• I'lllIlivlO lin
I.J WltIr1c UN

, DR\JC AgUSt AP/D DtI'tN»INCt
'J ~c:ncc

10' OVlAoos..C'
10 I M"1IlIIt1l'lC!ll ot ~doJC

IJ OtsC'RJJTJON
n: CUHlCoU. rHA~COLOG"

III M'C/ltllItrnlafMrio"
12:Z rl'll/'l'l.~fyNmkJ
1:U ~lllt1g.
11' SP:ClaIPOJl\lllhor'tl

" ~ONCUNICAt..TOXJCOI,.OCY
U.I CucJI\OfUlIII" 1ro411lll'flqil.J~I o(Fmltt)'

14 CLlNIC4LS'rVP'I:S
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J6 HOW15l1PPLfI:I1ISlORAGI AND IlANDUI(C
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WAIlH'INC -INCRI4StD HQIITALITY aw ZLDItALY'An~m
ttl' SUlaD4un IN ClllI.D~H 4JII1) ADOL£SClN'J'S
I . lMNCATtON.s AND US"05

I.l Bi.-lv Ocpc:s:lia"
u 1'hIlDr\DiI fttIbwll ~caioft

Z ~C;I: AN'D ADlltCNtBJ"RA.no:~
2.1 Bi;IoI.. Otih»in
2.2 Trr.lmw InbIt,nI OCptCIIJ9"
1.3 J-.ltI"'puI.tiI,.
2.4 DUe,.....,,'- rr TI"CatII'IIllI~ S"f'MSYAX

J DOU.C'Z roaMS Al'iD STlllNCTUS
• C"OfO"RAlNDlCATIONS
.$ WA~AND,.U·tm~

11 1l\(ro/oOlt M.",,~ ill SlkII,PttIC'nU wil.\ OCZllC'Dj'-~1Jcd
~11l

'.1 dillial WOl1l:lllll1 &lid Svil:K!& Ria.lI.
lJ C,,,In\o'DC\l!,, 4blllX £wat\l (CVAEJ,.IM"lv4lrl, S",!tg, ill

Glfuty l'wI.icno ""071 Dt.">dII~IWtW PJ),QKqIJ
S.4 N~Jt~ """18'4"11 S~INI (JiMS)
'-S JotrPCl'f11CZr/1<1 W OIIXfn MrJln..,1
_,tbi:,4rrn:,m'l
_~ln(jY!l

oS (I ~CIl'Iift Sl~

S., AIIUBlt 8'ottlU..,rJ R4.Ih
J., ~ntIl'lIlnl PtliefIU r"r o;pvlll DitOt'dno&lld ~Uor fIJi

MtnWltnlomltli,
J.9 1.~", OyIkintli,
S.IO OMOI~ic I1YPOltn11fU\
1/1 Dyl~l.

.s.rl$c~

• ,& "'tit'. SfU

3,1.. l"tI./olftlirw..c. SC1t1UCaJ
US "tMornlal fit_ira,
$." H)'pI:lnaomlf

S.11 COIMlVO W Mn\.Qr '""",lnllall
5,1' 8o:fy TCl'II~~ R~I'I;o,.,
s.19 U't'. P_IItnU";1h C'or.tomi~IJI!naI
s:O W)1lCrptoIKLftIN,

J.ll CcnUltai~U,oG10rWn~IIl4fJ~Qr;~~
'2J LorI. Hd(·Utt otF1.IICline .
s.n DUeo,,,",,,, ct~O(Trwll"tWtl~SYM3YJIX
S:U W~TQa

l "DVZJlSc IlC.4cn~
6.1 Cllftk:a/ T,ill( EIpc".,....
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,. "'1W~'liCft3
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OA ~:=:I~~l~~~m~~~jont' in limine Regarding Recent
lea Ions and Developments

Case No, 3AN·06-S630 CJ

I INDICATIONS ""'0 VSACE
1.1 Bipolar'Dcprmioe

S~Y~ is in6iC«le4' tvrttle treatment ordepreni...e tpiSbd~~'OCliated with bipolat disorder,

, \.!nllke ""~th un1po1a: lSeplasJion, Utt'l't:atc no e:ulbUshtd cuJdcJincs (or thllc:ngth orlhnt paliCQu ""id; bipoLat di,ord'llr
t.-pc:non'ln!J • mlJordep1t5tJV( episode $hol,lJd be I1cattd whh ~nt) con~inin& IIlUtkpnssunt dnIp.

bc.e The e:ffc::rm:nw o(SYMBy...X (or maintaining atIt1ckpTn,w ft1pon50 in I~is pcJieru poplIbtion bc:)ooncl SWeill" has not
ft tStablbhC'd In ,onlrOllcc:I c:llnl.eaJ studies, Physicims ..1:0 01ee1 '0 U!ie SYM8YAX for a1c.ndcd period tI Id ..-.locfj II..

reeValuate th~ benefit! a.ncIlon&,tc:rm rillta: 01 the: dOlE; (Dr the indivIdual PIll,nt; 's ou '-" ICoI'7

J~ Tn.tmmt Ra1Jta;.~D.prCNlon

SYMBYAX is indltucd {Of b'eAtTntTll ,~jl1&nt deprcssl ( - d I
2 V1tideprcrunrs or.t6eqU&te den &Ad dlUcl I the on tnlJOI' tl>ttsS Vt lfuordcr in pUitlnb ",,1'10 do Rot RtpoM '0

Th fti ' on n CURCII Rplsode) fJ" CIi"icQ/SrUfiln (14 'J)
c: e CC'bve:neasorSYMBVAX rorrnaJntelninC~lidepftS""t ' ,"

been csWllishc:d in ~n1nlllc~ elini~1 :;Wdics Phys' ' h I '~onse 1R tJ\Is ptllOOI popul~lon bC)'Ond' wCCIU tru aOE
reevaluah: the beMnu U1d Tone-term ,isk r'lh d It1a.N, W o,C :c~ 10 USII S.YMBYAX (or utenchd periods ,havld ~,jodfcally

so e niB. or l:tIe Irldl1t\dUoilI pitlt.nl,

---_ .. _-~_.
4
PULl. 'lU!SC1lJ8INC IN¥OII.\\A.tlON

WUNtNG
~lItx lft C!t.i.l4td aM :Yil!,nfttl- ADhch:pr..." iDg't,aud tbr fKk of ,.icldallbink.....d

btta....ior (takt4alil1) I. 1kr1-1tna uudialll chlldr.a IDd "'K.r-tJ wltl ",.jar dtpru.ivt dltordtr (MOD) ••d other
psycllillrlC dMor4rn. ADron. CQQ.WcrillCtbr un ofSYMBYAX Of.OY oracr aatldtprta:lDI ta • cbUd or adolcsceDI mU3'
b..lutt dlis rlJll: .iett 1M d.ic:I'Ited. Pllita" .bo IIT1I ,tined ollibenpl ShlilQld be uburnd clOsely for dlaal wontGioC,
IUlcilblitt, Or g,nuYlI n,Clgo ia bc~vIot-. ,..mllin ahd uU'pvln Iboald be .d"iJtd ofahe Dud fOr dOH obs.w.1IoD 'Dd
cOlUmaitlf'iaD with lb. prc::Kribrr. S",.,OYAX iJ 001 Ipproyfd fDr \lIe I. pldillric pI,ienb./S,# WlUllUftt tlttd PlfttIMti(JfI1

(5.1) ••dUs, In Sprclfk Fop.""""" (8,,{J/·
PooJcd lally* grstlort..aum (4 to J' 'ft'cdu) pllubo-tOttlroDtd l,rilLs on laridepraslDf drues (SSRb .ad OlhrtJ) 10

rbildra Itld Ildo1tjttaU wi., r..jor dC'pnnb'c disorder (MDD)I abu:ulYt cOIDpIIlJln di.Mlrd.r (OCD), Dr D!tIer pcydli'ttk
di:)ord,n (I loll' or ,U 'rial) la"'olY!ac oyer 4400 palltnl.) hi'" rcvwt'd t InAtcr rtJk or 1d...1l1C PiaU npf"CIIltntD& WiciditJ
miDklng Dr ~b.yiOT (,,,Itfd,lily) dariltC lJ:Ia rlnl few mOllll!t.J Gfln,laliDI Dllllo,s. rrcctyiac .addcprlJ),Iali. n, Ivtn&e rbk
or such nltQ" tD paUCQts rud"iaC lAlldtp'tJSlnl~wa. 4~, lWin the pJ.cebo ruk on%. No JUldd'cs ocNrr.d i" tilde IrUlL
IS" W.,...." ""d I'm__ (5.11/.

Inctgf!4.MonaUtx to £JdlTlY ••,iu!:t - £Id.ctt,y p.lit'DlJ _lib dannll..rd.lted p'J'dlos;s lIuta! wH1l.f)'pical
••tspsycbotie drap .re II u ll:lcrnMd mk of deatb complrtd to ptutbo. .u'b'SC!I of.rwcnlno pllccbo-coalrallcd h'fala
(modi' dantiol 0110 wetlu) b1lb"c pltkcl:1 r..,tlled. ruk of d.... lD the dnae-trcalld pltlenb orbd..ccn 1.6'0 t.' LI.nla
tIlot seta ia plaubo-Itltlttd Pl1kOIJ, Over lbe coUrfe of I typlnllo.",uk conlroUOd Irbl, _be rill: ordell" ill drl,ll-4rulJ:d
pattenl' ..as lbogt C,S·~ corop.lr-ed fo I Jl,Jt or'bout l.6Y,l.Q the: pltc.bo ~.p. "Ithou~ Ibt C&1l)IJ ordca" ",n ".ried.
most of '''It "nib••ppnreo 10 b, titltr urcfloy..,cuil r (t,C'! IItl" raUO"1 .Juddln dellb) or lAfettio_1 (Cot•• PU,IUIlgqiJ) In
Dahan. SYMBVAX (ol..aphn: .od ntloldine Hel) iJ Got Ippl'J"ed for Ihe Ircalmatl orpt.titnl' .JIb dtmlatl'.I'II'lcd
p"cbcsb fl" W4f1linls aM P~rc:t1f1IJOJU(5.J)/, .

f',,!e~ i. Qi!(l.... -ad A"t!tIC ..!tU utidlpAG6'. 'err.,.~"t ,,)It al MlltIoMIl~;BIW"C'AII
~"'vi'I'~~"ki ••Ii.~ ........ II AI ,.• .,I'r, ill c~il"... ud ....'DS Ate 't"O! OK;jo, ",,'clGi,. din,.,... (NgU) II" ..,.

,.s)'dll"......iJ''''..., A.,.... ' eUJi'u'I,& I'" lin ,J$YM&V"X •• 'a, ..h. u.iAI, dAa' .,. • c.UCI •• "'IlIeSt..1 .....
hl.ett 'hi' Mil ..... th .11ft'e.l.u.....t%tHb ~1'1iI.'c ""Id IU '''CI.p, c~••WlI'e N¢e:""""'lJ .1.;111 Fit "'nic:~ 'l I' ".i.1tt
Miic:idiUth I,. ." ." ••1• hCAe::~ I,., ••~'7',.r. fk... illtS .,...'C~...e" *"W-t:e IdIlIM' .F ,•• " ... (w ." ._ UWiNI8 •••d
II ...."i.,ti....Ntl Ih 'H'fSlR." 5V~ lI\'k'( i! "" IP,. 1iI~1' l(w 0" ,,, ,'dbl')1 "li.lIli. lSI' JII'''';llRf if I'(I.C('U"~

f6-~ .. ; ",. ""!S".I 9'1.'"'' II fl. 'J,.
PQlll""~f'l""II.lIC II .. (4" I' .~.I... re,.".II........heF9 ...tWc~......, iI..(;l'(~......~

~illil. 'U "b~ ._,1. 'wb ...'jlll ~.r tlapd.,"io'e:";'.;I,"'r~t"'U;i(e'N...~i(#t~....~.I,ie

11'7 '~'FI (c ,."leI'a" ".b 1_" ....i-e9W11I 11DO "..Wc:.h) .,. •••'..,.... tJ"l.., et,11 'f ..." .... lDt·tDl, ..,ref2~

tWrtl""C I' "'~"'M3'.(Rojti4tU~)t1.'i~g"" ".It k J '"IMI''' o(OIfI'N,fIf i" 'hou "lei: ItIg IIlI'*PtnllJ".1=Iat MlCNCt ,ish
of SWot" •• 1.15 ,0 p.h'.I' 14e'.....C...hlh'HI."s 1$ -1'1t., ~ iu IM-pl.l!'''. ,ish'" ::a,t He ..5IHI.....I"'I'.d i. Ib'D ",_..
{lie. ur.uu>e'i ""tI<'bft ......MJ (J,~

.
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CONTRAINDICATIONS

The u,51eQrSYMBYAX is conrrlindit.I&Cd wilb Ole followiJ\8:
• Moaotraioe 01141'St loblbllon (MAOn -flUOff/lllnlrrQ&f/Ollt (7./'))
• Pinulcd. - (n. DrJJ8 IIfJ&l'Dcllo", (1.1J)/

• Th~riduiM - (IU DnI, /fltfrorlforu (1./f))

• .0. _ _ __...

s
1 llOS"Gl:!.ND l'IlMINISll\AlION
1.1 81",lor~r""'.

SVro-IBVAX should be lIdmim,lOml Ol'la tail)' in the C\'8IIina. ccn.,.Uy bc,iMihC with Ihe 6o msfU-m1 capsule. W'ltile fbod
has no appttciablG dfca on the .bsorptto" ofohWlplnc lIld n\Wctine liven lndtvld\ot&Uy.~ C'1T1Kt or rood on 1M _bso".lo" of
SYMBYAX hiS no~ bca151U4i~. 'DoSlric .lijwU'ntJ'lu. iri"dic:izcd, "" bill made Ictord"" to tft1cJoy ucl loIUlbilit)'. Anddcpldlant
c.ffic.IIc:y was dwnolUltralelJ w;ll'I SYMBYAX itlo dOlt nnac: ofollllUpine' 10 12 m& and OuaxetlnC 2S to SO me (IN Cli"I",'
SJodlu (U)J.

1M J.a!cry o(doJCslbovc I' ms'7S rng hIS not been ovaJu&ltd in clinkat studies.
z., Trunnnal Ralna.r DtprPlloD

SY1IIIlYAX sh,uld be _.1""0<1."",, ";1, i.th.....i"l!.l'IlC"lly btlioning willl lhe 6·ma/25-ms eljlSUle. WIllie rood
has no apJm,ilbt~ dfc:t't on the absorption ofolllWpino and n"ox~iM aiven individ~Il)'. ,llt tfTect or rood on the abSorpUOIl or
SY'M8YAX h2$ not been 3t\ldltd. [)gUlF -eSjustmenlJ. if indlc.eled, ell' bt made according eo ;ffic;lC)' and tolerability.....nlidcprr:ssan!
cffiQ~ 'MIS dnnonscrated wrth SYMBYAJ( in • do.t ~&e ofolNlDpine 6 10 Iame and nVOJrtin.e 2S '0 '0 mg (ue ClltPcDJ
~tflts (I ~1, The "facy ofdO$C:S .boYll 18 mlf1S m& hal nor betl"l ewtlWed in clinieaJ ,,\/.dies.
U Speti., Popvltdon,

The stuting dose of Syt-tBYAX J mlf2S. 6 m&f"lS 121& should be used (or ~imLS ""jUl. predi'POIilion 10 hYPOffnsi\'e
~ion .. p.aticou with f'te'pI.tie imp.lirm01t, or p.G!ietlls who exhlblf It combination or1&CIDt1 marm~ slo.. ItIc mttaboli"m or
SYMBYAX (rtml1c sender, gcriUric age, Nlnamoklng i\.tN.)) or ahOIe pttiCl\lI who Fm¥ be pharmacodynamically sensitive: '0
olu1lpine. When il'ldiClJtd. do.se ul:aluion should be pcrl'ormed with Clutlon in the1e pltients. SYMBYAX}l1S nO' been .
;y"c:mllic~ll)' studied in pa.lic:nlJ O\"Q' 6S )'e&Jl of .&11 or in pulcnu <I a years or I8C flU Jf'GTf"",1 OItrJ PrUO'Jr;ofU ($. / 9), Un in
Spt<ifie Popvl..,... (M wod8.S). ""dell.'eo! Ph",.""ology (12 I)].
%.4 l)ilcoDUu.lioD of TrUCm,at ....llb SYM8YAX

Sytnptom1 D:uoclaLed tlrIllh dl!coll1inuUton or nllO'xerine. ~ componen1 ofSYMBYAX, and other SSRJs and SNRJ'_ h,ve
been ttporte~ (IN W01'lfingt awl l'"callJionJ (J,1))}.
] OOSACE YOJIM AND lmlENCTHS

C.paulea (rng fqu.lYlICl1t oJartupinclmg equ,ivl:lJenllll,U)l(ctine):

.. 3 m&'2S I:Dg

• 6 mgI2J mg
• 6mglOmE
• 12m~"'8

• 12 ",gilD ms

•

S

5.1

FPR-il6-2007 15: 17
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Regulatory Communicali~n 'mlne Regarding Ret:em
Case No. 3AN~_;~~oD~~elopments

~....""'~ ",.,. l>o« , ,010 in inducinC WllllCl\int III dePftlllOll !lid \lI~ cm&Tt1nlC or lui'i~\ll' I~ .....In l"'i,n~.
Anlld",,,...,,,, in"",a1111o.Uk of ,uicidallllir.lt1n\ aM btlllvillr (\Uitillelily) in llIon-t'flI\ S1U4iC\ in c!lildl\ll1l14 edo\osl:.nli willl
major depressi\lf di~rd8r (MOO) aDd (lthtf psych!lDic dlsorda1.

Pooled Al'IiJ)'5C3 oflhDn-ltm ~·cOl\tJolled fria1J or9 ardidcpms.wtl dtuC5 (SSRh IDd oth~n) ill ~hildrm and
t4DlrJeents wlrh MOO, OC:O, as- o1h1:r p::syeh18Jfk diH).rd6l'$ (a tct&l of 14 trials in'WOlvlna over 4400 ~,tieftl$) llave ~taled J IfCSlet
ri,k or adve:rv cvtnt. repr:~t'lrint suieida-\ behavior or lhinting (WiCjfbUty) during Ute firsl fC\ll months oftrullnenl in thO!t
recei'vingll/'llidlpreultltl. The IVU'gc r~ ofsw,h eYenll in ptliUlli rtR:iving 1r1lilkpn::ssanu \lI'aJ, .".. twiccOle pt.:ebo nlk of2%,
There _1.5 eoruickribh: variation in ris.k: among w&S- b\u I tendency towa.rd 111 inttc&iCl (or .lmOlt a1l dl'Ul' nudied. Tho risk of
SlJK:id5lily Wl$ moSt col\Sislcrtllt obstT"ied in !.he: MOD lrills, bUllhm wm Ji&n,llI ofrisk .,Ising from Jonu: 11;,11 in olh.r
psychiwic indications (obst1sive compulsive disorder OIId loCleioJ loAAic:ry d,jJQrdu) kS ~ell. No Nlicide:t OCNfT"td lis ,_,. o""uc
trIals. II is Wlkrwo-m .....t'!C'lher the suicidaJl\y rilk in podiwic padenu tlltrub to 10njcNUm U't. I.e.. boyon4 K\lUaJ a'\ondu. It iliiso
vnknown whcUw.r the Nicidaliry rilk utends 10 &.dLllu.

All pt4larrit patinb bc:illC' trAltd ,.t1h nrilkprltSlluu for lOy indkaltoll ,b\lJd be oIaacr-'cd tIo:sdy rot rJI.ka1
W'OfUlltDL ~itldl'ilY, lad QOunlal c.Iu.CtJ 10 be:.....klr. eJpcdall)' d.riDE the iollyl rew mOQIl. or. courll: ofdnlC Ulcrapy,
or III ,;.no ord~c (blazts, tlthcr lacrtlJel or dcutl'C1.Sucb oburnliOD wO\Ild Itncr'llJ)' ioclulk •• ,r.......cddy lICC"-lo-lin
e:onlad wilb p.ficnD or Ihrir Car:atty mcmbcre or Clr~i..Ul denIe 'be nm • 'Wc:cks ortlcalrarnt-abet! .."ry oebcr WGCk "ilil.
for U•• Ilt:ll4 w.du, Ibra aliZ wtda.arlli a, clinically ~dlutr:d btyood 11 weeks. AddlUol'Ul1 «)QI." by I.JrpbODc IDI) boI:
appropr1lll' MrwttO race--t..race vbits.

AdalU ..ilb I'1DO 0' co-morbid deprtUlon In lbe aerrl.aa oroUl,r psydlla.,lc Ulnns bc:inC 'reated willi
llotJdrpnssutJ sbould bt ObN....td ,iqalltrl, ror d'-ie:tl"o"'IID~ lad tukldtUty. dlltciaUydur1llC the lair'•• rtw lPoolbJ of
I COUrM OrdN!: [btnp}', or It tiJau ofdoM ebaed, tUlln- iatrufcs or c!ccreaseJ. ."

The rallowin& 'Ymptoms.. &AA.lety, 3.Ii11tlOfl, pinll: 'Cl:CU, imomni.,. In'ltabillcy, t'Iosfility, atlrmi~tne$s, impulsiYiry,
~kaQ,isi. (p~t"omolor rti1len-neu), nypomani.. and mlllil,. f\avc b~ reported In adlllt a.nd pe:dilD'ic Plttetlts being ~,le4 with
-:nlidepl(;)5o.n~ rar major de~l\18 dlKlr6cr III wdl u for othq indiuliOf!.'. bQlh plyclllllTic and noopsythianie. AlthOLlgh I uull!
hrll' be:rNtel the CTncr&tnce ofsuch JylY\ltloma a.nd oith~ tho WOftc:I1\11B ofdqlr~i.onan4lOf lhe emer&~c: or ,uicidll Unpu.l.su has
nOI beCl'l e:stabHshed, thm: is COftCem lhal StIth sYl1lplQms mil)'~t preC\U"SOf's to e:tntJ'Bina S\liclet&liry.

Considm,lion should bel given to chtnging thCllnctllptulie regimen. including po.uibly disc:onlinu.inC the tnedicllion. it!
petienb who,c deprrnion il pe:mponlly WOJs~ or who ~oxpelialcinS ernClgcnJ Jufeidaliry Or S)'mp1omJ thol flUgh1 be plttLlUOn 10
WOf:!l:NOC depression or svicid.liry, eJpecillly ifth~ symptoms are sevm, IbNpt in orut1, or were nol pitt 01 the patienl'S
Prc.s.mTlo.g ')'m;JIOfN•

. . I(Ihe dctuioll hu been rru.de: to discontinuc IK&lmff'll" ratdi~uoh 'hould bc tapered. IS rapidly as is Cet.slble., bUl \lj'ith
recopltJ?n that abrupt dl:sconllnll&Ii~ ~11) be aU«ll1td ....ilb oeruJn symp10tni {llt Wtu"llttJ Gnd Prct:41it(oru (S.1J) ond Dosage
a"rJAtbnl1'lu,.,adofl (1, (). (or a dcsel'lpnon oftht rlsks of <1l.nonlinl.laJion or SYMBYAX],

. ~ICD~i~ lid earreh'en: or pc:d1."le p.aUttib btinC flUlld ,.,ith antideprqsuu for Inljor dtprtulYc di)Ordcr- or
oUItr lo<hta~O&l" ~~lI p.!)'etrlalJ'ic and DonpJ1cb"'rrlc., '''ould bt wlertmlabout ~t need to mODilOr pllittlCl ror 'bt cmtrpl1Ct
or '~ta~oa, Irritabillry, unulUal cbtat's JD bt~l\Ilor, ud the oller tpllpEom, d.t$criblfd ItJon.1.S .cU at De CIM1'!t0Ct or
nlqcbllty", • 04 10 n~ol'1 sud'! TJtl3pttlm, itzlmcdi.lt)y to tllillb can prO'ildc:n. Sod:! rnoallorinc,lIould IDelude dill
::~:::~:O:I~rlnlthc, aDd ca~i\lU'. ~u:serfptiot15 ro, SYM~YAX ,/llx.Ild bc wrin.etl for u,,: STalllut qUlOIil)' OrCAP)~ts
tkJpres.slon ",ou~ ~:~~:~~~nt. U'I order 10 f'C'duco Ihe mk ofo\lcrdoac. Yamilil;' and C&leSlVen ofadutu bcina; treated (or

II should bt nottd thai SVMBYAX it flot ~ro\l'od for "St In D'eatlng V11 indicltions In the ptdiatric 131'

!..3 ~ert:ro".'~lar Ad",,,. f;VCDb (CVAE), IncludittCStrou,lb Elderly PlUna wi,h DnDQ'lrta~=I~o~ebo.ai.s
uc rOVlI.Sculu ad'fcrsc t\'trIU (c.c.. stt'ol::t, tnNienl iJchemie Ittic.k) . cI d' ..

of oJanuapil'te in cldctly p-atimu ""'lth 6l:mc::nla.rc:llJed ch' I I' ,ill U 1Il~ r~~lt403. ~e reported in palienu in trials
incidm~t orcc:n:bro\l'UC'\Ilar a4\1me CVc.lllS In palief'lt, ~SJ ,;":

lti
n ~ ,ccb~Q'ollld tnab, lhue W/U a til1liOc.anll, hi;)la

lind SYMBY",X ;re not .pprond Cor \he Q'tltmcnt or pali~ II ~11l: Iilz:ap.lnc compllc4 10 P.aticnlS t1eatc:d .....ilh placebo. OtGllUPi~r
So' Ne.rvltpn~MaliC1llnf S"lIdtornc (NMS) D WI C1'I\.CTit.ta·relll1ed piychom,

ApotO'1riallt (wi symptom complu iomrlime5 ",!erred 10 U NM ' •
1J\11~eho1Jt drvgs. IOlOluding oIUlDpin.l:. Cllnlc:.al fNIlJflt.Jlatio S hu b~n rcP~)I'ted In UloelWon W$th IdminiJrt.UQn of
and ~~IlScnec of 3Utommic lnsbbiliry (Irregular pWn or blood n::fNMS 1lI0 hy~.r~~ mU$CI. fiaJdity, IUcred meatal Nnal.
AddITlonll signs may include elevated erealinlnc: PhOSphok.inl.S~ D'I Ilti tl~YtNd'll, dlaphD(CSi~. It1Id eardbo dysrhythmil).

Tho dl~nostie t'\r~ha.rio" orpatienu with th· d . YOi obl.nun. (tbabdomyoly$rs), And lIC"Utc ta'lal f.ilurc,
caJC'5 'lrhCfl: o,e: clininl prestnUOon inellJl:ttt both 'et'l~:nm 711~I;OTQPhC&!td. In anivins ,,1. dl.,nO'Jls, It i~ importlonl 10 G.r.c.!udc

e lei I neu (e.g., poeumo-nill, SY~lemjo InfC'CliDn, ole.) IIId llM'tlrcd 0'

---
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7 '~I .1"",_ dS"-",........ rEI'S) Otha imJtONnl contldarilion. in the ditffl'UltJaJ dilposis indl.ldcinadcql,llId11JUled~I~.h... &;, , ...,._.. • •

~ITII antK.bolintlsi~ tOXici1y, hut "roke, drua rever. and pnmwy caltraJ a.avo~ )Y:lLcm ~oJo8Y. .
The nu.na&ClJleM orNMS should tncl~t: I) immedim diseorll!.nl,lliion ohnripl)'cbollC drust and oilier~ no. asenllel

10 CODCU7Tfilt thtQl>)', 2) il'lttnsivo IJ1ftptomalic (Jatment and mrdiC1J rnoni'lOfing.and 3) EraunCftI ofany ceac.omu.m ~::c::.nent
mediClI problems for whic1'l specific UelUTlCllU olfC.lVl1il.bl". Tbc:re is no gencrll.~"rnenl a.bcul specific ph1muIcolog
Fe-menS for NMS. . '

If.nt: Iw>vo1fll from NMS, • pancnf rc:quitt$ b'e.Anen1 .....ith an ~lpsycnolfc:, tho plillOnl ;hould be QJ'clVU)' mOl\Jlorcd,
1I1'1ee. rtrUl!fC, ....U ofNMS It,¥c beco .l1Cd,

, ...." noted .hO'¥.! •• '..n '!Q.~2".1 i"romaat'o" on .retine; S1ltnb vil~ 'Yf!!!rp,a:~i. !kt.4iP!publl'
LeU". Scrl!90 s.~ .'11 tic tDoJf.Wtd _hill "'0 Pt.", n,,!et'sd,.9. "quatrd InrJZrm.,JO'. W .. hays !ItD; Cn:MIRt'd
l'lyperxlttt"iA. b1prrllpldtmla, ,qd ....itb!tt.l.. lD~tggjr>lnR COtU!1fs lftcJi9" •..oJ order .he
,pprtl,r1al~r.a:tloDLlw~tl)C'Ou~rOll""orha.. cbal!c.n..)j

S5 Hypcr;lyumla .tld Dt.bd... Mtllltui

HyPtrC1ye.cmi1. in $Dmt CISC5 eCim; and usoc:iaud with kctall:ldQ5!J; or hYpcfaSfnol1T coma or 4ellh, "as bem rcpot1td In
p~imt5 ttQltd ..;u, a:ypi~l anJlpJYcbOli~ inclUding olr.nlJlpinc alcmc,..r. ...c:UlIS ~Il')u.pjn; ~rn concomiwufy with fllJou1Jne,
Autumcnl orlhc rtllriocnhip between arypicalllllips1ch01i, Ute and gl\EOSC abnomuli1ies is c:oMpiitue:d by ~e ponitliliry ofNt

iotrU.litd bloCko'ound risk ordi~$ melJitl,u in p.tlcnu ~i\h sc:hilOphrc:nll ~d the incrtlSin,g in~mcc ofdiabcfc.s mellhus in tho
Setlenl popul"ion, Given these: con(oundtn. fhll relliiONhip between atypkilll1ll1ipsythotie WiC md hyperglyccmia-retRled Idwc:ne
twenls IS nOf completely undeu{OOd, ttoWC'rCJ. epide.miologiQI studies 5U&8est an (ncfUSed risk ortrCl\tfleft'-erJ\"~enC

hy~,xl)'CLmi ••rel'lrd I4Vtne tvtllU in p;slicnt.s lruled 'With the: aJ)'plRI ,,"j~~chOtiC;I, Prc:elSt risk c:nimllts rOf
hypc:t&lyccmh·~I&ltd ad ....crsr C"l'CtlU in p.t;lients ~tC'd with Ifypicllltllipsychofjes an not aYlilabJ(;.,

Pali~\S 'oVith In ntablistled diagn~is ordio.be1cs mtllitus ...."0 h stuted on IryplQl anllpsyehoc.i~sboWdbe monllore:d
tCIJU\.vly (or wornninc of alLlCOSC CC1nlrol. P"'iCliu .....ith ,itle fU'tors fOt dlabetu mc:J1iM (e.c" ObeSlry, family histO'l)' of dilbclu)
who~ sanJrlg tte:I1InCllI with lIYPiuJ ansip,f)'thot!l;J $holillS Llt1d~rBo rW'lng blood 81upo$oo' lt1linr; iii the: begiMinc o(lIealtnen1 and
perIodical I,. during tr~.trn'nl. A"y p&lient trWed wi'" I!)'pltaJ anlJp.sy~olic:s .3hould be rnonitoftlS for symproml ofh)rptFslyetmi.
iN:luding polyd'ip'il. polj\lrll, polyphlgi, -.nO' ~Qkncs,. PRtiQl!s who deYelop )'mplonu. or hYP"lI)'c.ernia durirtB lICat"ncnt .ilb
~t)'pit.lll Ultip:!o)'ohOlia should IHlde,&o flS1ing blood glutoK ttsllnc. In 'sDmOQJ~ hyprrglyeemilW n:J,QIYC'l1 when the 1')'plcAJ
a.ntip'ychou.. was dLscon1inucd; howt'Vu, some pluitnlS requitc.d contir\l.l.l1ion ofa.ntioodilbelle trntmenl dt$pi&o "bconlinllalioo oflhe
S\I$pC'C.1 drug.

5..6 StrOlOalo S)'DtlrOftlt

.The devrlopl'tlenl orapotenlllUy life:·t!ut:tllenin: ,erolonin syndrome may occur with SYMBY~ piUlieul.,iy with
eoncomlllDt U5~ ofs.erolOWlR: dnIp (in;Ndinc trjp1lllJ) and ...iUl diu&, whIch irrIpajr rnNboJi.sm oflClotoalb (IDducUn& MAOts).
Sl:Tol.O"in.S)'Q~mc sympfonu mAy iQe-!l,Ide mental SWUJ; chlll~' (t'~"'8lJltfOn.. hallUcinations. ~mD), autonomk: instabiliry (e,g"
I.&thyc:.vdi,llblle olood pte.mll'e, byptltllermla), ncuromtllculUlbunIfon, (~I.• hypencDc.xia.. incoordinalion) UI4IQr
luQ'oinlcalinal S)'mploms (e,;,. ~1oO" 'tomilinS, f1janb~).

The: ~it&l\1 tin ofSYMBVAX wilh MAOI, iZitended 10 trw deprusion is tOn:hindica.ttd (SIl CCII'IlTa/"dlrati"/IJ (f)a"d Drvx InJU'OCIIOIV (lll)).

.ItCOftcorniWlr trum'I:n1 orSYMBYAX wio,. S-bydloll)'!lyptamiae llCCXplOl qortin (Qipt.J.n) is clinie.JJ1y 'WlI1'llItrd. f, I
obJenoalion or tit padc:n.l.s .ldYised, pani,ulllir durin" tl'Cdtmttlllnlw.,iol1 IlId d••- '........ r "--- I =eu

• 0 II ~ J, ... , ..UQ til', urUB, "t.rtxt(ON# n./p)J.
. The concOtrUlam use orSYMBYAX wjth nrotonln pftCUrsor,) (sue,", as tfyP'Ophllll) is not recommended (. • n

1"',rtIClIM1 (7.10)J. J~ vl14g

5.1 AHt"';t £\flat, ud JWb

SYMB r~YMBYAX. pretnuke'tlllg conD'olltd clinical Stlldias.1ho o...erall incidtnt't or ruh Or Allergic t'Ytnu in
. .YA ""''''''1 P""'~ {4.6'1. (261$71 l) wu .imilar IOlI1oI orplK<bo [U% (2lI47"J '"'" ., r"

W'tlCIrJa "'tT't mild; ho....evcr \hret Ilicnts di~onli &Jed ( • '/ ' mlJollly 0 lilt Q1tJ o(ruh l1I4'or
evcnlS, one ofwtlicll inoJuded~~tJnt), "one due 10 rash. whIch Wtj modenu: in fcvoriry IJ\d two due 10 IIltlJlic

In tJUOle\ine US clinlCIJ loIUdia, ?Va of 10,7$2 Duolt:t!llD- d . .
"'man: the casu or rl.lh endlQr W'ticatit reporttd in P1cm&tketln. e=eJ Poll~~1£ 4t'Ycloped....UlOUS t)'~ of tlJhn and/or unu.vis.
w;ehSt" orrha 'Ull &lUVor l)'stemi.c ,lgnJ or m om . . CI nu C1, IJmQit a thIrd wert .....il!Idn~ from trtabnml
inolude rC'\lU, 1~fr:OC)'k1SiJ. Wlulgiu.. C:dQlJ~ ~l.I'",a::I;C: ....Ith the 't:Sh. CJln~CD' nndil1CS reponed in lROGialion with ruh
UWtJamirwe elCYoItion. "'t011 ~i.atJU impro...ed II Y". rotn~, r=-~lf.IO'l)' dl.lillUS, lymphuknopl&hy, Pf'Cuein\lri, IIId mild
antihistamines or m~idl. AIld all parief'1t5" r p

)r Vtlhh duconllnuAhon oftllJOXdmr andfot I4JlIrlctiYe l7uanc:nl ~&Ir
P cnctnl tt1~t e'tllnls -we reponed Co l'I'goYCJ GOmplC1tiy.
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8 . 10 lI&n d•.,lopo<l& ..,;"", "'........ '7,I,mic ill..... In

In n•••wn. _ko!inl cllniall\ll4ies,l \lIUo~~ 110 kl1QI\'II . '. ....
nc\lb.. ""'... _111 '" ""I.NoW dall\OSi, bul I 'IIU toNidt~10 lI&vc & 'cullct';IedlS\lt vl\I:Illl\l1, Ul41hc 0\"0', aIt'ICle
~_"n& .ll'4l 'hJl .....e,,,idcml,.,;••,ly Ie~ • Y_'iIi, Q! Crylbtmll1\vllilQl11lC. 00lu palItll~ ~m ~a4 SYllemlC
SyndroMes SUUC$bV':= o( St'W11 sicJmen.

Siftu In. introduction or nUCJXetine, sy,nemic evrnlJ, ponibl}' rdlJe'll to vuc",lilic. have dr:vdopcd in paritnts with rub.
AllJIO,,!b lhac ~cn\S arc rue. cJ'Icy tnly be ,uious. inwolving tho ""nl. kidllCy. Of 111ft'(. Cadi hl3 bc:cn reported 10 OCal' in
wocilSioG wilh these 'S)'Ranie 1tV1tlTlb.

AAlphytIcI'oid C~C1\'i), inf;hl41nB brotlchcupasm. angioedema. and urticaria 110l"IC and in comblnalion.. have been n:portc;d.

Pulmohlly events, in,;ludirla: inIIammalory proceSt" ahlU')'illS hlstopiShology andlOl fibrosIs. h....e bean rcpo1'Ud rvdy.
Tbtsc eYenl' ha\le occuned with dySpa.e1 as the 0"" prtcldinz I)'mplOP'l.

Whether these syslcnie tvCll'b Il1d rlJlJ bave iI common unduryl~s GaUie or iIn cI~c CO diffcrcnl crioloeitl or palhoGenic
pDCtSStS i"s noc blown. Furthermore, a SJ*ific underlying LmrnCl.DologJe basis for thaG ll'Vwl.I bas DOl boc:ft lden1ifi.~. Upon the
J.Ppcatlbtt OfBSh or orother pOJSible IlIcrgi:: pbcnomeul for which III ~tmlll1ive C'liolo&Y wrnol be ida':nuned, SYMBYA X,hou'd
be di)conlinucd.

50' serwning '.lIcnb rOT BlpoJ.r tll~nfCT'bCl MoDilor ror MlnbIHypornul.
A. major lSep'~lIiVt epitodt may bt the inil.i.l pmtnl.llion of blpoll1 dhordu.11 is gttle,a1ly btlicovcd (Ittough QCll ~.3t1bllshed

ill c:ontrollcd trill') "":al ucltlng sucb Ill. cpiJodc with &II amJc1cpraWlt alOft. mlY int'ltA5e the IUldlhClO4 or prec:ipilAticn ofa
mixed/'mulie episode in p~IC'flL! at risk for bipoliif disOt'dcr, Whether any or the IJ'mptoms described fl1J' cliniul wO~1;nintund
;uicil1" risk rtp7UCnl s\lCh .. cQJl..-mion is' unknown HOWCYCf, prior to iniliatillfj tlcatmcnt ..im ~ IIIlideprrUl1l1. pilie".. with
dqJtessive symptoms Ulould be ade.qI.lJttly selUned 10 delennlnD if Ill~y Ite ... ritll; (0/ blpoll1 disorder; such ,a~en.iftB ,houll1 include
3 dttllilcd psyctJi.tTtc h~lory, including .. flSTlily hblory ofsuicide, bipolu d~ordef. and dtpn::1Slon. II Jhould be nOied lhn
SYMBYAX is ~provtl;l ror Wt in trllllfing bipolar deprtSlion.

In the fWO CORtI'ollOd blpoll1 dqJrcssioon swdies there"WIS no 6Ulislic:.lIy ,j~nilitllli difTfl(c.ncc In~ incidfnco or manic
events (manic ruction Of" manIc: deprc.J,1ivc rcwion) bctwttn SYMBYAX- Uld ple.;cbo-trcalcd PIIimU, In one or the st\ld'itJ, lhe
ir.cidenoe orman;e cYtIlU was (7% IJJ~Jn in SYMBYAX·IftIlt.d pltionl.J cvmpartd 10 (J% [5/1&4)) in pla:ebo-D-ntrd paticnl'. In
the other stud" the iMidUlce ormillie: cvcnu ...I.S pY. [114)) I" SYMSY/>.X·lrnlcd pllicnts comparee! to (1% [I )/193)> in
pl~ebo-trca1td lt31il!AtS. Thi.s limiled cool1011cd tri.1 UpuiUltt ofSYMBY~x in thg tt~tmcnt otblpolll dtpff.Ulon tnPc:s il
difficull to inlttpft' tJtcs.e findings wnil ildditionill d.a1a j, obtliinl:d. 8ec-...se oflhl.s and lbe l:yclio,' n.rute Dfblpolar disordcl. pl1icnu
shOUld ~ monitored closely for the d,nloprnent Df$yrnptOfn5 ofrnll1i&1lypomanlQ oUTing D'cD'nt1It with SYMBYAX.
5.9 Tndtyc Dyakincl"i.

Asyndrome orpotentially inevetSible. irrt'oh,lntal)', d1Jkif1elic movements may dtvtlop In pillienl5 UClJed -.wilh Il'Itip,s)'eftolic
drvg5, AlthQu,gh !be~vlknu OftllC' J)'IIdrol'l1! 'ppws 10 be tliahm lInonS the clderly, ~pcc:ill'y clduly """Ornef'. it is impossible ~o

fCty \/POn JlTr'w'.IC'lcc estimllg 10 pretllc!, IJ the incqllion of ,"fJpsychocie treatmenl, which poriOltS IR likely toO dlVClop Ihe
syndrome, Wbethcr LQti~~~nte dNg pNldtJCU d1R"tr in melr pwnaul tD ~use Wdivc dytkindia is unkr'Own.

The rislc: ofdeveloping tl1di\lc dy.kil1£Sill. illld \he li~lih.ooiS (hit II will become inc;ye,,(b4c ell:: bclicyect 10 lnCIC~e 1.$ the
duration ofUealmml &rid the total cumulati'llc 60'0 of ltltipsycholic dNP IdminiUercd 10 ltao paliCDI in4ft.lSe. HowclJer, the
syndrome un do'llclop. ahhOl'Jgh much less commonty, litn", rtl4tl~cly brler\tUlb1Ull pmotts illOlt' dose) ot may C1Ietl uise aRtr
disconlinu.ation of treltmCftI,

Th~re Is .rH' too",:" tJe.atmcnl ~cr' ~bllsh:d ~es oftudive dyJkiDe3~, atlhough Lhr. ryndtom~ ml11cmil, paniaJJy 01
~rnpleteIJ, Ifantipqdlohe lJ'atmcnlli W1ttIl1r"'n, AAljP~~Otic trcJU'l"lcnl luelf, ho\ttVO', 1Tli)' 5l1pptUS (or plt1llJly 'UppfCJS) I~
Slgn~ and symploms o(dtt syndrome l1Id thereby ml)' popibly milk [hI'; undcd)'in: pl"oc:cn. The offect that symptomatic supPfcs.slotl
to., "pan the 10l1x·tcnn eoune o(the syncltom~ is unkl'lown,

The in.~identt or dystttltlie rr.'0v.emcnlln SYMBYAX.l1a.Icd pllienb \lias in£TeqlA:nL The meGn:.cQrC on the Abnormll
In~ltlnlvy Movemen~ Scale (AIMS) In Ihe SYMBYAX-conlrou~a d.WnJe artOiS clinical s1udic:s invoMns SYMBVAX-Irelled
"ilt'(1l~ deCJwed'~m b.a.scJine. Nonethelen, SYMBY"X $hould be prc.scribc:d in • me.nnC'f rhaJ. is mosllUtcl)' K) inimi .
ort~dlYo dysk'nll3lll. IfSliM and ,)'mJlIOrnf or II/dive dyskInesia appear in I PltiC1tt on SYMBYAX dru8 discontJ

m
. u:c I~Sk

CC1n5JdO"C(I, However, some paaiem, rnay r~quitt I.reatrncnl ....ith SYMBYAX d 't th f~ nuon,al1 s 0\1 be
continlJOd be.anent should bo re&ncl.Kd pcrioc1.lcaJly. ~I c "presr.n~t 0 e S)'Ddromt. The need for

S.IO OrdIll.J1alit BYPOolcruiau

SYMBYAX ll"Ily indlU:l; O".fll:G~rit h)'J)Otenslon ucocilttd wilt. di • , "
syncope, l'$j;l(QlIly QUrlng the inil~1 dOJa-tiO'ltion period. ttlncss. U'hyGatdla. br.:adycudia, 1114 In lome pIIianis.

In the SYMBYAXoCODCfOllcd c:Jinlt.1 iliA) &lZ II' d' ,
!!~'"I PAtients UMt ol~int. flUOlCtdne or J11.co:o-\t:~ '~I""I~otl" thms ""uc no slanlRew ditrCf"'CnC'a bCS\ftea SYMBYAX.
, ~ DalItn e..paWle adjusted nkl afonhostaJi.c systolIc blood prwure
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cIc=U<S o"tltullO mm HS- 0!lIIc0...;. 5)'".110 bloo4 pma'" d,,,",," or It I..., 3D /lIIII Hg ....md in 4.0'll0(21110.lJ.
2J%(19I&ltl••.l%(I&Il99).IIIIlI.llI (1/442) onhe SYMIly"x. olul:oPnt, n.o,otm<, and p",,"be l"'uP', lC1pcolivcly. Incltl.
pUp or=wliu. lhe iAcidenc.e or 'Yl\COPC"rtb'cd advinc e't'ents (i.t., IYMOpe wwJlot loss orccwclaUInCU) in SYMBYAJe·tRllcd
p.lcnts wu 0.4% (]I'171) ~pvr:d 1ll placebo 0.'%(1/471).

1rI • ~raniDal pbll1T'lllOOlogy stUdY or SYMQYAX. Ihrcc haldly ,I,/bje:eu were diJtoONinucd from 1M: gob! aRIr Qplri;nc:i".
SCYCfe, bus stlr.limited, h)'polusJonand bradyatdii ~JI e«UJ1"QS 2 Ie 9 ho\ln (oUowina a ,intJe I~"'~I dose orSYMBYAX.
kurnOO) eonsiltina orthh combinaion ofhypottnliOI'l lAd bra41~.dia (and I!so accompanied by limn PIUSG) haye been obsaved
in at lrast Ibtu 0Chef healthy ,ubjew trtalc6 wid:! various formullrtoa5 orol81:.pine (OM (Q), two innmUSc:alar). In contJURcd
c:linial S1udi~. ttlt: incidc.nce ofPl'lien1.5 with • ~20 bpm dcawe in orthos'&Iic pulse evncotDhantly with 0~ nun Hg decra5C in
•.u-.ti, ",,,oli, blood plUSu" was 03% (2006) in III' SYM!lY.oJ! 1iTO"P, 0,2%(I/44l) ;n lb. plocd>o crOUp. 0.7% (611]7) ill Ill.
ol.....pin. ".up. and 0% (01404) in Ill. l100Jretlnc £'CUP.

S'iMBYAX should be uxd ~ilb pl7ticulu QlAion In paticnb willi known cardlovuc:ullr diSQSC (histoly Or m)'oclrdiaJ
infvaion Of lithemia. he1ltC failure. 0( eondtlocioD Ibl'lOf11llJi1te.,). CCltbronscular dis£w. 01 conditions IhaI would prediJpo$C
p..ueflU 10 b),polOlSion (dthydmion, hypoV'OIt'mia, and trewncnl '\Mith anlihypencnsi"c mediations).

5.11 Dy,p'.cia
Esophaaetl dylmctility;u,d upirlJloa h~ betn e.t:socJued \lrilh -n1ipi)'ohotio dlV; Ule. AlpltaIion pAOlmonil'" common

c.a..u.t of morbidity And maruiit)' In palienu wi'" ad........ced J..llhelma',s di.tl1c. O/MUIllne and olher anliP'S:;'c:hodc dl"UI' should be
used ~lio\,l.ly in pJlienu ~1 risk for 1.5pil1fIQn Slfleumonia.

5.11 S<b.u..,
. Selzuft:S oa:urred in 0.2% (412547) o(SYM8YAX·trt&led Plli~lS during open-btlc) cllolcaJ .hldin. No mNc:a OCl.:UI1cd
til ~c controlled SYMBYAX. Hw.iio. Scizum: hive 1110 btlln rcpon.ed with botn olalUapinc and nuolClinc monolhCl'IpY.
SYMBY"X should be wed C1l,1tiowly In PlllietllS ",illl • hiltoJ)l of W2U1U or with conditloos lB&1 ~OIenul1Jy lowI' the ICi.zure
th.re~old. CondltiolU VI,I lo'otel t.hc $cil\lrc Ihrcsbold mJy be mo~ prevalent il'l' fOF'Jlatioll or~6S ycus of.ge.

LA.! ~ort<t. Jrr will '*~nllllr WrJ.!IlJ StdicR mind ...it' new l"!9u1liltd iorormtUoo ud IDQ_sd toll' 'djaCIDIIO!!!!
brp·aJrcpn... !psl.J,lyp~eJl!lI 'ttti9~1

S.13 WeCcllil GaIlII

. It! clinical studie:s.lhe (Dean wclgln Inereue ror SY'MBYAX·1raltd p.1t1mLL .net 8 wC'tk5 c(\)"Ulmul was .JoIa1i.nicaJl)'
Si.g~lli,canll)' ~~ \han pllubo-lrtatcd (4.3 kg"'.().J q) and fluoxmlno-ttUled (4,3 kB Vi -0,2 k&) paticntll \lUI \illS not
S~Is1.c:.JJY 51~~1Ur~C:l1ltJy diff~enl ITom olanzapine--tJcl!cd pallcllls (4.3 k'c V) 4,1 ~), Thiny·fjycJlercenJ ofSYMBV"X-trcll£d
PUtcnlJ met cnttnon for h~Ylng gaJned >7% of their bln'line weight This \II" ItIlblically Ifgnin~lIy grwar thlll

I :~~~~'(~~~:;, (J%) Illd nuo"'l:tJne-trc61~ pOlicnts (3%) bUI \IJtU nOlltlllslically sianif'icanll)' difTcrcnl than olanupinc:.tfCllcd

S,I4 1)olb5l1ft1llin tlnt1ioo,

A, with olenupi.nc, asymptomatic oJevuions of l\tpitiC O"an.s.c.milllSe1 (ALT (SGPT) ST
ph.,'""...., hiv, b,en ob"",cd ..i'h SYMBYAX.I th SYMBY.oJ! •A (SOOTJ,1IId OCT) &lld "W"'"
Uld~ time; the 1JJlPCr Jimil or the notmll ran ~a:elin. .corwol~cd ~~. ALT{SOm tllvllions (l')ormll baeJi"c
eompuc:d wilh nonO or tho 34, placebo Pl1ietf~::::' S~(23}66~~~~8r\lcd.VI J.4~. (20/;586) orpazienls c.xpoK410 SYMBYAX
SYMBYAX Ind placebo~ stathtiCDl1y $1 ifil;llli OrlM S 0 ar.u~I"O·OUlcd patients. The difference btNml
ALT ~S limes Ihe upper IImIc Ornorrn.B1 ran:' nanG ~ . ::sy~X pitlezlU Who sl.antd norm., )l b.utline tIld hJd matases in
t-rn.::':I~~;:~B~: = ' .. penQJ JIW1 <:c and (Old' bad Innliel'il c1cvltiohJ >200 lUlL t ~
... , ~:, ~q ~~~~~~, nbTceCP=J'J el,""lietJ!lf'J tL ~ • . .... .~: :.e

=~~;=~:~5';;"""""....~;;:.~:::;I:.::;,:::===:"od
In o(an.zapille pllcUKKontrolled $tudio c:IlnlC4Jty" 'f!

oorm.al '~&:c:) WCTC obnrved in 2% (6120) of Iltirn1i III'JII lcant ALT (SGPT) cItVllions (~) times the ""PJ'U fimic of th.c:
None oftht"K patients upnicnetdjaundlce 1:2 oflk exPOJ~ fo olwlplnc cornpued with O~.(Q/I U) oflh: p1KiCbo plticatJ
tlC&I~nf.Vld In 2 0"'"1, enzymes detlu:u;" llporl djJetcpatients. liver~dmc:~ ON'ud nonnl1 despite eominued •
~ep.litU C. ht4 JI'C~lltcntcnZ)'me elC'YadUM ftll4 mon~=~~~~~:DII~Plne.In the remalnin& 2 paliCllts. I, la'oPositivc ro..
, fJU)'m.:~~mahW1 "' .. on, anel tho otherJwd iluufficiCftt follo'*... 10 delmnlne

Ithin the 1~C1oll:l'U:apine premll'kezin d
~~t:lc~Rion 10 >200 lUlL wru 2'fr (jOf2J8J).~gJ~:~~~Z40? pJtianu ~ilh bUdine SOPT~O JUJL.. tbc Incidence or

""purmanl and mosl had trlmicu dl • pliltenU hpctltrtec::d jlu"di", or Itl .
lSOO PltiCIIU in olanupin.c ctiniW hid' zn8-Cl1h~t euuscd co QormtUzz; while: ollnupinc 1ft: 0 CI S!"'Ploms alCTjtl\lIIbJe '0

S Itf, oIpPlOJltmltety I% ~)12S00) di"'on I t'4 auntnt'iWU tontitltlC4, ~rnon8_U
, f'll treacnent dUC' to trlnSlminuc incl"eUc$.

,
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1D Rare~"& rtpGIIS .rh'9'!iti. h'.,. ..... ,...Ivo<l. V."! .." ""eo .rc/Iolt011li, Of mimi Jiver iIlJu.,. have olio

ken r..,ol'Cc4 in \hePOI~period.
Caution sllauldOC ~'JOd In pt.Ii~n,", "'No "SR:I ...11 '1mp--' 0'10_,.../(; 'm,"_" ... ,...1._-...... _.••.•.,..,.

GOflditiorn IS50CWed wl1l'llimj~ It...~ rva~onalR'SII/'W, and in pdie:nu who we: bellll ana with ~cnli.lty "q1"OCAJ:le dnJl5­
Periodi; u:sossmenl of Il1llJunlAUC:s ., rccomtl'Cnded in palllhtS with lisnilicl7l1 hcpllic: dbe:uc {I" Jl'dTlti,.",._ P/Vtllfl/;lJlIfJ

(J.lI)j.

~IS Ah.....,lI1ttdl.C
Published ,.,. Rl'O"' "'..d.....,nttd Ill< .ceWTe'''••rbleedill, 'l'i•• ill pallenu "CORd wilh J>Sy,houoPic dnIgs I!laI

&nruferc with SClatotUtl m.ptlke.. Sub;eq\lenl epidc:m101oSical SI\Idic:1, both orlhe CUKantrol and cohost des'"" hive dcmon.ntc4
.,. &SIClCi.tton btfWtell usc orP')'obotJopic: dl'1lp ItTIl j(llerl'cn with 'UOICftIn ,~D.ltc &lid the oUlJrrcncz. 01 upper ~roinleSlin.r
bJeaiinE- In two I1\ldiu., tonruntn' w.t or .1)0001tCltoIdlI anti..tnnlmmllOfY dtlla (NSAID) or aspisu. pOIEllCilied the risk of bletding
(sec DrIIg IflfC1'~"o1U (7.1J. 7.14)/. A11ho1l~ lhno s1'Udla rOC:Ulod on upper p.strolnlelt~ bJocdin•• lbGJ'o ;J FUSOn "' believe: Ch'l
b1ce4in£.s ocher situ mlY be: lintiJarly pottnliatc4. Pl1ltnfJ should be e:'UliDned rq.udina the: risk or bIDedln, as~J.~ wi&h "Ill
COMOrnltarll usc or SYMBYAX ..ith NSAfDs, IJpmn, or adlel dNp thal ~rrc" c.olpllGtion,

5.16 8ypoll'trtmll
Hypon8D'tmia h.u been observed in SYMBYAX p,om.rketing cllnh:a! 'Gldicl.ln contrOUed triaJ" no SYMBYA.XoUn~

patients had. trt&U'nent-unCfl5cnt StNm lodlum bela.... 129 mmoVL: b~CT, .Io"'tling ohC"f\lm $Odillm bdow 1he: rd'~net r4IJ&c
lKCol,U'Tt4 at an inro:idcnc:c or 1.6% (11{&91) orSYMBYAX~WEd Pllie:nu compared .,.,jlb 0.$-... (21380) or pllCCbo palienu. This
diffolGn'?C \al'U not surinicaUy s:igttifjeVll. In opc7l1obtl stu4ic;,,:. 0.0% (112376) of these SYMBYAX·baluI patientS hid a ­
trea!mem:·cmcrCCfH serum sodium below 129 mrno1JL.

CaK, orhyporlurtmia (some with SQ'Um soc1ium lower than liD mmoVL.) uYC boen reponed wilh rh,lOldiDC. Tho
hyponatremia J.IlSIlllJcd to be revmibla wh~ nw.\ellne ......,dlscorilinued. AltNlU'" lhaeClSCS~ t'Cmplu with YlIYil1ipcwible
r:1iolo~e:s. some were possibly due to tN: 5Y/'Idrome o(inlppro~lte Inlidi\&ft;llc hOC'Trlone sctt~ion (SIADH), The INoJolil)' or thecc
0CCUI1"rn0CJ h....Dbe<:n in olda paI!enlJ and In p.tlllnu Wins diwldes or wllo were odlel"\ll'isc volume dtpl~cd. In ~o 6.lIWtdt
c:onb'oJled SUldies in pllienu. ~60 fun of Ige, to ot 32l nlloxnill& pllleflu and 6 or)z7 plllCCbo recipiems had a loWC'rinl or~m
sodium belo\lt' 1hc rerUCt'lCe rarr~; thi~ difTe~nro:c: ~ flOll1a1'islic.llly signilic;1lI1. Tk' kJ....at observed conc:enb'lllon \10.,
129 mmollL. The obsuvea dm"UUl w.re not dlnitally sianifieant.

$.1'1 Copinve.1d MOlar JClIpaJra':ltOI

SottIuionofelaud 6dvc:ne CVttltJ ....etc ,oMlool, rt'pOJ1cd wilh SYMBYAX trclIoQDml occW'ring II an inc.idtllco I1U6.6% in
SYM8 YAX-trtl1td patlthls comp31Cd wilh 10.9% in ,,}a=ho-Q'uled paticnls. Sed.J:liop-rt'*d ,chtrSCI c~enn (,td&l.ion,
somnolcn,e. hypasorMia. Md lethvQ) Icd 10 disc.onllAualion in lY,t ISml) ofpatients in lbe E:GOb'Dllcd cliniC:11 studies. At with
V1)' CNS-mive druJ:, S"f)r.tByAX h&s I!'HI potential 10 !nl"lirjudgme,u,lhlnkins.. or motor ]kills, PatiCflts .hould be Cllnianed abo\R
opl:tl1int; hUolll'4ous mIChititty, inctudirlB Momobilet,lIn1i1lhoy arc: lQJQ!lIbly C'Cl1Iin Ihar SYMBYAX Ihmpy dou nOf .tTecl1bcm
ad~tlUly.

~18 BGdy T-mperahar'. Rrpl.tiOD

. . Di~J1lion o(~,e body', dlility 10 redu~ COte bod~ tcmPt~c has bGcn ,Jtribuled Co :anljplythOllc drug;s. App'oprlan: we
~adYl:lcd ww pre.se"blllg SYM~:AX for pIflalU \Ir~O will bt apcnmdn8 conditions WbJc:h mly conl'ribu1e 10 &1J devalioll in
~ ~od)' ltm.pcnmr:e (o.!., uera~ltIa 11n:nuGusly. Upo$WC fO atrunz: hen, receiving c:cntomllUlmedlC&lion "IoaIith ~chari"etBiie

a:1IVJty. or betnl: sutlJCCI 10 dehydration).
S.19 VIC 10 ,.tkllb wit' CODt'Gll'tltu'IIJRC'»

(11 41'1 ~1i:101 e~pc;ricnc:t w.rth SYMBy....~ In patlenG wjlh ro:o~mitant 1;Yl!emic: Wnd'tS iii lirni1td (Jtl Cfl"ica{'b~rxofoD
. ,. t \lfjng pree"uholU fOf lhll mcS,vldYoll componQlls rnry be applKi:lble to SYMBYAX.

r ?IIl'I.::~mc; e;ibiU irt 'titlo ~U3winic: rc,eplCr atrmiry, tn pmrwketing clini'-IJ IwdiC5. SYM,8YAX was 15$(Killeo with
cons ,pillion. 'I'; mou ,tnd to'bYGiltdll, alllldvcne tVtnU ponibl)' rtille.d to eholln ri .
often the basis ror <ibid)' dlsr;ontilllllliolD" SYMBYAX ihouhf be: led Ich " a ~ lnt;conlSm, Such MYMIl evems _ere nOI
hypertrophy. "IITO"" lJlglo gJ""C4~ thilitory orp...I)1i, itWI,:, rel:td ::~~~:."ahcnu-.with clinicall)' sil"lficlI1C proaatlc

en five: placeb(H;OllitroUtd snzdica of Olatlupinc In dde" r .
1.lt.at mll:nt-cmcrgt:n1.dvcr,c cvcnu WUe n:ported in olanzap" Ypad

l
: Wlth dtmc.ntl"'cIWJ;l P'SY~js (n"'l I14). me foUo\rlDa

UaaJ1 p1.mxH/~aled patientS: (1111, SOrMolence, periphml ~":n.rrr::ebnOJTTll~tseJIJ. 10. I~~I\CCc.rat I01S12% .ll:l.isnific....., peller
lUthcnllL ~'c~, ptltun\Qllla., c1Iy rnou\h and vis~1 hllNC'inuions 1'1la. & ~~ l~,onhnmcc.letllugy. IRClaled WCilhr.,
~er wl~ OIIllZllpk'll: lblJl pliCtbo (I )~..... 111.4), Elderly DoIJlcn~ ....ith....It ord~~Qtlnu"lIo" cblc, to l4\'Cue eYcnu 'WU JipiliAIIl1)'
1~rt'lKd risk o(datil ~pucd10 plCleeOo 01 " dtmcnl.&-n:h"c:d PS)'Chosll tlaalc:d wl"- Dlmapin".. AI '"

. ""~Jnt n not ",proved (or the trc:JlmcQ1 orplJienlS Wilh dcm.rntil.rdttcd pqchosb.
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Regull 0 nmU"a oryCCommunications ::;:~~Regarding Recenl
ase No. 3AN I\<> 56 evelopments

VQ. 30 CI

ADV£RS!R£A~ONS

CllatelJ Triall E.procoee
•
u

-
::11>< p,",,,ibac~moe., tld<!ly pilICII~ wiill d,m,.u.t<l1I&1I f'l"'1""il' vlai

l""'" .hould be caaQs<d (s.. Bos W","""" GIld

W"",/np """',"",,~IW(S.IJI-AI wit/> olh<r CNS-loti"" dI1lt'. SyWlYAX ."".Id be.oed wldl_lion in cldctlJ pollen" wilh dDl\fllli1. olJlWllln
c

b
n.' "l'P""'c4ll>r rill .......en,.rpaUe.... with """''''lil-flllll,d pIJ'1loJ1s. If tile prctu

iber
dcc1S 10 .... dded)' plli.... ­

dcmonli,«laled pl)'elIo"" viail"'," should b< ..etdsed IHC "'" Wonrin,.nd WanUnp and ,,,-,I,,,,,(JIJ).
SYMBYAX hCS .0' 1><", 11111&11 o,",<d '.1llY "'p'ccl'ble ..10111 in pllie.1S with. 'OG<1\I hi''''.,. of 011°<1111&.1

infOldion or ••Sl.ble hOI" dl Pa,ienlS wi'h the.. diop••" ,.." ...hldcd from <Imlc.al .bldl.. d"'ins 'h' """,arl<d ...'in&-
C.\Ition is a4'ti)t.d wtLrn usin! SYMDYAX in car4io.c Fitlcnts Uld in patiGntJ with lJiSoUSCS Of cond~ioflS 1J111 could Iff'"

hmlodJnamic raponX$!'" Wwrllnp oM ',.c:ovljOfJJ (J.IOJJ.
In I"bjc"ts with ~i"hClSis oftht II~, 1.b1l tIUIIllCC' of n1J(lutin~and in 8d~1lmaabolita. norflW)xaUno, wor. cSc.ucucd,

lh'" m"ClSina
the

.Iiml••tion h.I'-'i."" .,IlI... '.bo'.....·A lower dD" .'IlI. n"".t1in<-<ODlPon..' .rSYlo\BYAX should bo
• .,d in pll'''''' wilh dnh..", C.Idi•• i."",!sed wh",,,,l'g SYMBYAX in p••"1S wi", dll....• or ,onclll;O.' \hoi "'old ,If'" ilS
metabOlism (Jtt C/jllicllJ PirarmfICoJClZY (IJ.4) and DDJc:Jp tJNlAdP!inbtr'atiOit (2.lJ).

01&nu:plne 1Jl4 (luoJ,Ct\nc lndi'f'idUll phamI.x.oklnCllca dO (lOt differ tiplfieantly if' ptliUlts wi1h renal impairment.
SYM8YAX dosina adjUSUTlC'ft1 basc4 upon renal impairment ls nO\ roulinely required (Jet C/inifO' plttufllacoltJD (11..1)).

S.;lO RJptrprDl&rtlntlntl:
M 'Wi1h cMer dn.1p th1l antlsoniu dOpwlinc~ rucplOlS, SYMBYAX elcYIm ptollt1ia Nil. lAd )modesl elevation

pc.tsisss durirli Jdministr:ltion; however. possibl1lS3oew.e.d clinical IJ'&rl\fC'lbUOM (e,g" pllClOtrhca ond btnst ralu8
etnen

l) wero

inficquc:Tltly obscl"t'cd. ....
Tissue culNrr ciloperimetllS indic.~ IN! ap~izoaZc'1ODe-thi,d ofhWTltn btClSl c;an«rS I1C prolKtin depend",' io villO. I

(~Of of po{cnfiu i~OIWlc:e if the pmdiption 9' du:sG dlvl" is oonlempltled in It patiuu with prelli01lS1y dGh:C\Cd b,r.ast cantu or
thts tyP:'o ,o.hhou.gh dl)tllrb"'~ such IIoS ~l.gt(lrr~ ammonhea. r;yneeornl,nl.. .M impotcotc tl.... bccn fCporte4 wil),
prolKt,n~I"t'f'Jrl", c;ompounds, liIe clinlulligniCieJnc::e ofek;vllcd SCl\lITI ptolactin levels i$ unJj.I\own (or mosl p.llicn\J. It/, iI
com~on'W~I~ c;omp~unds: thas lncrnsc prolliCtih release, an incrc-st in mltl\mtry gland neoplasiA 'fOti obsencd in Lhc olarw~i"e
cu:tflo~eNC'!1)' studl" conducted In mice ~nd rW (lee NQn,/jnicoI1~icolog)' (IJ. 1)1. Holll't:ver.l1CIther clinical studiES nOI
r.ptdr;m~oIo!ilO ",~dle1 hl\l~ ~hown an lLS5ociaJion batWcen chronic .dmini"....tion of Ihi, cl.u ofdrugs and lumOlIs.erIesil in humans;

the IYIlilble 8Vldmtlt" is ~onlidercd too limited '0 be con-cllJsjn:.
$.11 Coa.COD1it.anl Vie orOlacapiac Inlt Pluo"dinll prod~ell

SYMBVAX c:untains. Ule same 1=1~ insrcdienlS \hal we in ZyprtXi anl1ZyprtJCl Zydis (oJaJIljpUlr) and in P(GloIC, Prow
Weekly. and Sliafem (noolCetlJ":: Hel). CW1,on shoyld be cxotWed when prucrlbinS U'ltSt rrn:diasJont conc:omiWuly w·1h
SYMBYAX '1~ Qw,,4o.J0I- (lO)). •

SoZ.l 'Loue R.lr·Llf~ onl'UvImal

n

~ec:.1l.S6 ot the long c1im.irwion halr·li'(tS offllJOXe1.lne Illd \11 mljor ::Utlve mdlboli1e. c:h1D·p:,. in dole \Will not L. "1Iy
re ectflS 10 plurrtJ (or sc:wtrIJ wr;:tu. &ffi:di bod'! rtn . ~ . 0-- ..... III!JrarAto:Q!DD (J1.J)). n& tegle.s ,or UlBtion \0 final dO$C and ",1thdr1~ trom IlaWncot (III C1lltlaJl

5,13 DiuootJcI'lltiDG orTnanntttl "Ub SYMBYAX

IwpWre:~~~Gh:~~::=t~nepon' ~~~.twC~:SfY~YAX, uu, olhn SSlVs &nd SNRI) (serolODio G.nd nonpinapb,J1ne
io.. ." _,.,lIlf ,..,..... .. 0 _yerte CYtnu occwrlna u""'" disc -'_'-01 f···· .

w".n abrupt,. Ineluding lht (ollowing: dysphoric mood, InuJbill J \111 d.' ...-' 0'.'"11_' 00 0 lI_e d.rup, pll'UC\llvl1'
dedtk shock scnnllons)••tuliCf)'. coa(dSicn, )tcad"he Ie 1)\ g t • on, l~~e~, KN~ distlUbll'letS (e.g., pamtbctiu 'uch as
lie !CflalIUy sclf.limilin&, th~ h,ve been l'q)OfU oCte·' ~I ~tiQnlllablhty, IASOrl'll'lIl.1nd hypomJnl1. WbUc IftCSC cYtRIS
syrropkr!TlS when diSCOntinuing D'otn!ent with nuoAedn flOW ~o.nlmu.ti?" ~ptorns. Patients IhOUld be moniumd (0' lbcJc
Ull\rnever pouibICl.l(in(olc~le 'Ym~oms occur folio:,: C':"lJ rtd~hon In the don nlhu th+n Ibf\lpl ct'UNion i~ re:c4mmcadcd
~umi"g !he previowl)' plC~n"bod dGi~ may be cun.idcrJ ~ crease Ul the dose 0.' ~po" disc.orninu.lion orueetmonl, thell
~'~ ~lIdu.1 rAle. Plasm. nUQI(rtirte Utd "orn~ltl.Ine ,ubuql.lell t ly. the phy,\e'II\ mey conlinl1e dCC:Tt'U"'& the doso bul .1 I
mlnl:fflIU lhe ,I.k ordlsl:onlinull1on Jymptorn, 'o¥ilh lhJ:o~cntnJ{. I~_docrease pulllly at lhe coDCIu.sion orthc:rl#)' which mA)'
Sol4 Llttonlof)" Tab g ~t, 4.l'Ql0P a1lClltdMinLf"'Oli0ft fl·")). •

Pl:riodic a.uesJ.lt\ent or tr&Dnminl5ts is II: .r"~QUIiOfU, J,I4JI. commended IJl pDJlcus with sicnifiQl'lI h~ltic ditQ5t {II. WarnlnfJ "nd
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SOA R EXhibii A. Page 17 of 36
esponse 10 lilly Motio· ..

ReguJatOty Communica~' In Umme Regarding Recent

Case No. 3AN~~_~~~~~elopments

_.- - -
12 . .• lin·... ""... dlllbase ror SYMBYAX , ...i""'8 o'2S'7 p..i.......ill> ..........

Th, ;nflll1NlIO' below" ilclj.t<l "om H \ -'.. . iIh . 1u \o,~
....l>wn cItplt$Sion. b\po\" 4cp,cssiOll, m'lol 4"1"SI've &SeIdel w,llI ~'M\II, O'lonUa! dy'Nn~n ~ 1ll9l1lxvnalt'l ,
pl1iaot.yar< 01~. The "'MlliollS ..... 4ur11ion oluwmen\willi SMY~ ,aned pulljllld lIItlll4ed lIu OVer\19911\\
~u) opcn-\abtt 11\4 double-b\indllhue\ of ItUGlu. inpl1icnl$ and ovtpaticna. f~ed-do,e and dost-'t\tJ'tliob SQldiu, and
$~.1c.rm ~ lons-~nn uposure.

Ad __cne ncnQi were rtCorded by clinical inven1&JlUf' \/.ling de.1triptivc ler'minololY orthcir own cboo,'na. CONcqUlllndy, II
is nO\ po$5ibl~ tz:I prgvid" • mcaniaCfi.d gtimw oftho pl'OpOnIOf1 of Individuals ca.pcricn,ins advent ovents withO\lI r;m afoupina
Jimilll' rypcs of evOlts infO _limited (i.e., reduttd) number orsllndard'ired C'l'Ufl{ ~lcpriClI.

In d't tables uuf labull:lions Ihll follow, MedORA or COSTAllT Olctlot\4l)' laminoJOO' has been "sed CO cbnil'y tepOtttd
~"'CD~ cYtI'ItJ. The dati in dle IlblCJ rtpIUrnllbe proportion o(indjyidlAls who upCllcnud,lllust on~'IrtltzMnl~l
IdvCDc event oflhc I)'PC limd. An C'ltllt ...1S eonsldeml ttUllDCnI"'Cfficr&M1 iri1 ~W1ed rOt' the filii time ot ",olsmcd whUe
ru.c:iving thCl'1py followin.g blSdine f'\'l1uatiof\ II is possib'~ mit r\len\s .cpol1lld duriog Ihenpy wore noc Ilecdwlly Rlmd 10 dl\lg
GSpOJUft.

Th: prnaibl;t should b: awve IhJt lh~ "Surel in the labia and tabulltioru. W1no1 be wed (0 pttdi" the I"tide",. or side
effects in tile course of IUUA) medical pr.u:lic, wtmc palicnl chnrofcri"'iO.l Ind other (lC1on differ from !.hOle thu.~ailtd In me
c.linical $Illdlt). Similuly. the C"iWj flcqUCTlC;CS cannol be comPltld with l'iSt.lra otlliDCd r,om olher ~IliCliI invc"iCl1iOhS IAvO""'"'
different treltmcntJ, uses, ind invesriCJlOI J. The cited lia~tes. bowever, do Pfowide lIIe pruCllbinS c1inlt:i1ll wilh some be" for
estimating U'le ,elAiNe ccnltibulion of dN& IJ'ld flon-drug l'br:Cors 10 lhlt ,ide elfet1 inoickm;e ral, in lite populalion STUdied,

hladeo" 10 Cttnlrolhd Cli,lal Shldi.,
The rollowine fmdillg5 &Ie bue4 on the thon-ttnl'tr controJled Rl4ies includm£ tlipnlar depression and Q"c.A!mcnf ruutlnl

deprcUiOll.

AdvC!Jc evcnts l»OCi11cd ...if]! !llan\inUll1ian O(f1$ltmQI1- O'Wmll, ll.)~ orlhc 17l pJrienLS in Iht SYMBYAX ,IOUp
discontinued duc to aOYmlt eVtn!S tompucd \Milh 4.4% of tho 477 pazle:nu (or pl;loCeb.O. Advcru: evmu ludinS ro disconli!UlllioD
auoci.ted with the we orSYMBYA)( (lncidcnce of .11cUlI % for SYMBYAX V1d graler .bln that (or pllCCbo) using MQ20RA
Dictiooll)' tcdins woe welgtu incre.ast:d (l',i) IIl.d sCIlbtioo (1%) veNU5 placebo pa!ict\U ~hK:b had 0% iAGi4enu ofweiaht in"cud
and .ted.adon.

CPIND9flly cWt'1"I'£d ad"![lS: IW"'U: in wo.rmlWl.slinicJI $dioJ - The' mO$I commonly observed &d",crsc c¥cnu USOJ:~
...ilh the USe' of SYMBYAX (ineJ<knCll ~SY. IJ1d lit 'ASC twJ~ 0'1.' fQr plac;cbo ITt the SYM8YAX--e.onvolltd datab.lsc) using
MedORA. Dicllonll)' codil'li were: disturbe.nte in &I1tntion. dry' mOU1h. ,atigl.lC, hypa'aomnla. IncrelStd IfPCllk. pcriph~1 edema,
KdeJion. somnolence. trQ1\Ql. virion bll1n1ld and weight incrused. Advtrsr; c:ienu llpottcd in tlinical a-iab orotanzapintlnuoletinc
in combiTwtion 1ft CC1l~raJlyCQfl.i$a-nf with ftaln'el'll.cmeracrn JdvcNa ll....tnlJ durras olltlz.ap[Qe or fluoxcline monolhMpy.

Advenc e.venyoccurrint III ,e incldtl'lGt: 9CW, 01 mOB in shon·1mft controlillt tllnigl ~wd!.n- Tlbl, 1 tnUIMfI1eIi!h1:
trtlDncnt..emerrel'll11dvorsc tvcnb u3OCi.tcd with the we orSYMBYAX (inctdtnce oral leU12%'or SYMBYAX and twice or
more Ill," ror plate-bo). Tho SYMBYA.X·;ontrolled "lliumn inc:IUdts pllirna with \'lIiow diDgft05tJ whilo the lJlltcba column
Inchtdcs only patirnu wilh bipollt dellR"ion""'4 major drpreuion <wilb F11Ghoue (e.ttun:),

Syf1crtl Oropn CtJU Adwcr1a Event 'crnG~ or htleoLJ R8~f1i!LI.VQC

SV"M8YAX-ConO'ollcd PI~o
(N"711) (N-411)

eyCl disordt'n Vl£lon bluntd S 2
GutrQintctlilW dnotden Dry ....... IS 6

flarulencc l I
"Womlnll dllttnlion 2 0OcntrJl diJonk"rs and F.",,,, 12adminUV'llion site eondilion, 2

Edema DtriphcrlJ 9 0
~dCfl'la l 0

A~1h¢nl~ l I
Polin 2 I•

•
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13
Z I

~II
• ,

~ons and ",fe:swion$ Slnwiril
JW~ iIKRWlId 2SInvutlplionl

20 •~Nboll.sm and nwitlon 'nl;fow' ,~Ite
di50rdm

IA1'1h,a'li, •M..."'I....lcl&I and
IPlio in ClCl'ClTli'l'y 1connmive tissue dilOuh:n

MU5tulolkclcIIJ llirtM:S' 2 I
6Somnoleatt I.Nervoo. $)'Cum disonkJ,

9 lTremor
8 •Scd>tlon

H~_iI s I

S IDi~ in oamtion .

R~'
1 I

• IPsychiatric: dbordcn

Thjnki~abnonmJ 2 I
2 INttvo\lsnut

EruUlc dy,ru.nctltlll 2 IReproducli\lt 'yslUft znd
brUSI dbordcn

Addirioaal Fll2dilip O~encd iA CliDial Sidles " "

gf[rE1 01] wdilli ttRow.Wljpn - The mtan incru.se in QT¥ inltl"1111 for SYM8YAX--cn.ta:I plti~ (4.4 mscc) m oltl'llQlI
slVdlcs "¥U signincUltly grca.ter than that for V11c:cbo..ucaltd (-0.1 mscc), QIIlU'IJl;rIlH~ (.0.3 m:sc~) plllCllI.1. 8hd
nuo","ctille..ttn.ted (1.7 mice) piluentt. TheTc WCTt no SiP'liCicel dirretcnoes bet\Jllc:.:n plllmu ltWed \¥lth SYM8YAX, pl~bo.
ol&nJ.1pJo,. Of nUoxetlnc in the Inc;lde.nca afQT~ oU'lIiCl1 (>500 wee).

JAs discussed lIltKnocz we I,tend 10 move aad f..~\lJL!.!!2orh~rdata rel~~ntto Irul"!c.n.l~emerC!!!!
~cemi.,h~erlipidemia,and weic!!..Pl~ to Wa.nJl~r~Utio.lS. In add. tiDa, Ihe
inrormalioD ih IblS£'lldiDnll uJU Deed '2..be RVlsallo Include now In..&.mr.tfoa bated OD
mU"I~ .... dais ...reb.. ~Dd ...lxseL!
L.abt!(JIcnY chillies - In SYMBYAX ~rini,.1 slUdie.s, (iRtludi"B treltmttlt resisWlI 6epres.sion. bipolar dcprwlon, lUjOl

depre$siY(: disorder ",illl psycho,it, or SCXllaJ dysfunction) SYMBYAX wr.s lS!ociaez:12 whh statiJtkaJly tignirtl:ltll'y gr~er .
frequcncic:s (or the f,,"owif\& trutlTIcnt-emcrgent fifldUtgs il\ l.bonlOZY ItlIfy~ (normaJ &I basdinc 10 IbhormallollnY flmc dunna
the rrial) campned 10 placebo: clo-.ated rADm blood glucose Jc\'eb or~200 mwdL in piUltnts with lcvalls of<)40 matdl. ~r
blsc:li,.c (2.9% vs. 0.1%); cle'q~ tandom cIlOIWcIO) ~240 m~lU. In pJlieQl$ with le~c1&1Ir <200 mEidl. It b4stliJJe (9.1% \Is, 1_9%);
clev.led prvlill:lin (17.6% Y1. 4.8~); elevated urn nitlQ6Cf1 (2.8% .,S. 0.8%); Cl"'&led uric; aeid (2,9-"" "',. 0.3%); fow .Jbwnin (2.7%
vs. 0.3%); to.. biealbonue: (14 ,I % vs. a.SY.): law bemoglotlifl (2.6% VS. 0%): low iaorciln;c phosphonu (1.9Y. V$. D.l%); low
I'yrnpl'l~ (1.9% \IS. OY,); and tow lOQJ bilirubin (is.)'' VI. J.9"h).

In ol4Zmpme clinicAl .rudies among olltlupinC>fTwcd path:::nlS \lljth random tridywidc Im:ls 0'<1'0 mwdl.,1
baicljne (N=6S9). 0.5% ofpatil'lnS Qptrll'ncad b'1¥lYocridr 1Mb or~oomgldL..anYlime dUling \he uab.ln these~ crillJ.
ollnupirn-(J'ealGd pl1

itn
n eN=! IS') had a mc::an illClllue or20 my'dL in trialyccridts frgm ,mean ~Iinr value or 175 meldL.

$eKlIaJ dYJlimcEiPll_ In the pool ofComroUcd SYMBYf(X nudies: i,n palitnl.! .....ith blpoJlSr dl:Pfcsslon, therC' W'Utl hlSfta
~ Oflhi;.bnlm~H:metlttllad.c,~e evenLS deeteJJc4libido, .norPJrnia, lrn~enco and IbnonnaJ ejaculation in thl SYMBYAX
(p'01Ip ch~ 1lI w p~bo !l'Uup, One Q1C' ofdttfl:at4 libido led 10 diseonlinul\ion in Ole: SYMSV""X group. In me I:OnrzoUcd
slUdics~~ta.incd ~ n~OXdinc ann. the m~ ofdocre&S~ Jibilfo and .bnotm;sl ejllOularion in tnt SYMBY"" "oup 'Wert 't11 thlll
1M DIes m !he nUo.xellne gJVup. None o(tht ditrClences 'Yen nali2linIJy 'ignincarlr.

Selnlal, dY'Nn~01l, ln~ludinc prill'iun, bI.s been ,cporud with 11I5SRJs. Whilo 111.5 difficult 10 Iuxrw lhe' ptecba ria or
"t.lluat dysfunCllon 'U.JOC,tred \UIUllht we: orSSRIs, phy,iciW .should routinely Inquire _bow .lIUcJt possibl. lido _(feelS.

V.ilAlljrm - Tuh)'tardi, bndycll'dia. and orVrOfUlllc hypotension b~\Ie OC~rrtd in 5YMBYAX.bUled padcnu
/1., Wonmrgs and 1''''CQIi,'ofll (J./D)). Th~ mt:U1 'lindiOC pulse me orSYMBVA"'~trCIII~p'-ic:ntl "QS reduced by 0.' bcaWrnin.

-- .-. _. - ._-
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Case No. 3AN.()6_~::~7elopmenls

OI~.. l:>'.n.. Oll..",,~ InCliDitt! SlIlilirl .' . .. . _
folIo"",,, b ,linol_I-clll"l"l' advt~ ....tllli ~poll='o-j Vllitlll5lRllId ""'IllSThIIl'l'~mtlln'til \11111. Th\\

\'u\ill& h"" i.lItmdc.d \:I inc.h.ldt ~CfIU. (\) Ihu41 Us," in pn;"ll<N.S ~'ola Of CIKWN:tc i!l11bt1inC. ('1) (or .hleb I dN& U\IK_IS
,emoll, (3) '-hith were so leNtIl u 10 be wUnfof'l'ftllivc, C.) wNa. W~f1I1\01 cOnlid.nc4 10 "'''I aipllitmt diniul implltlltion:s. Dr
(5) ",hir.h 0lX\In'td III me eqlLJI tQ or leu than placebo.

Evcnu we: cllSllfitd by bod)' srs~ vsin~ the followilll dc:finhIDl\5; fu:qUDIl' adverse t'Vtnb arc chou ocC\Jrrins i" atlC1\S1
11100 peJrnt!; inR'equtn1ldversc t\tenb lVe those oewtriJl.& In 1/100 10111000 pllicnte; and rlR ~ClltllR lhosc ooc""lnC in fcwct'

Ilwl 111000 polkn".
lfto'!Wlc your IIlt.fIRc:Allo" fer mOdifIln.cJ,he Uuinr.s tJ( en,,", bel", (rom ellusatly ~owc:d l,btU!!::.!

Body., a Whole - F"''illfn/; ,hilll, nc,k rilidiry, photoioCNi1ivif)' i'U'lion.
Cardio'VI.KUlI, Syaftrn- FnqlJtn(: vuodillWicn; (""~qu.ll1: QT-lntol'Vu pralonatd.
DICQllve 5,.,'ar., - Ft,qllc1l1: dlmea; InfrlqJJrN: p1trids, pJtroQlLU{I~, nl"VI &D<l VO'fftiII,,&, $JCPIic ulceJj

Rort: ~utroin~ banorrNQ" inlCStirlaJ obllt~ion.IIVCf r.lIY deposit, panClt:ltiti.,.
HUDlc ..d Lympbalic. Syltan- Frv~'lft:C"CI)hymos!r; InjrtqJlfn': anemia; R.0I't: Icukopmia, pwpUR.

Mtt1.bcllk Ind NlIlTlnODI' - F'rtq~nl' lenemlud edema, weisht Ion; l"ft'!JII'"'' sly~osu(il. o~.ity; /W,,:
bihrvbine.-nJ.. crel1iniru:i~, zouL.

M"ut.tlof,kdaial S,.,tVl:l - Ro",: osteoporosiL
NefWOf,I, s"lml- F"91ttJJ1: IInJltli1; Ilf/i"ft(ll'rJI: atui, bu~g50~J)'ndlome, coC""'hul rl,ldity, dysuttui" cmcniDnal

labitity. euphClrl&, eJ;'n'~ramid'N synl1rozm, hypokin.tSi1. movClnClllt diJordu, myoe}on\lS; Rart: dyilonia,. hypaldru:sl.,libido
incluscd, withd,(iWa.! ~c1rOm;.

Resplnrory Syllaa-Injrrqu",,: Clf)jS1iXi~, ,-.wni Rqn: bJ)'naism\lS.
S\c.lD .ad AppadtlCl-lnp'9utn/: ilope"i.. city WIl, pnlrilisi Ran: tdo1i~ive denn3'liliJ.

SpuJilJ SenKJ - Prtlftn"': cane pavcrsioo; t"/rtqlluII: abl'lOTIMliry ofa,ecommoclJUon.. dry C)'ca.

Urocentlll SYJtna - ~"'.' breast plin. mmormlgiaJ
, wirwy ~UUlCYt urinary lAcontinence;

Infrtr(WlIl: IUTImonheal, femaJe IClCWion l, hYpOmUlDnka.1, metrorrhagia'. urin..,. rctenlion, utinllY urgtnlOY, uriflJtian Impli,edj
ROIl: breast en:orSIltflQU',

I A.dju.sled for gau1tt.

Otller Evcnb Obllltocd WILb OIaAUpfJI. orPlu/luuae MORotbcnpy

The follcwin& tdVMot ~ttlts were; not otumcd in SYMBYAX·Otafed p.lfienlS during p,ul1lfketifl' cliniw nudiu bUI
h....e bceI\ 1't'P000td with Olll'lilpinll or nuoxr:tine monolltmpy: Iplutioc anerniJ, cholWllicJlundic:e, diJbe1iG com.. dyskinCJia,
easinopbllle pncumonil. eryVv:mQ rrl\llriCorme, jlundlce, fNbdomYDly,i~ suvumin 3)'ncUome, YIJl:uliljs., Yt110\lS Unombollmbolic
events {in,lu4int VJlmonary embolism 4Dd doep YCf\OU' thJom~,),v-iolenl betlAyion. R.."donl trigl)'eetide levels or~tOOO m&'dL.
have btt:I rarely rtPOrlltd.

14

7 DRUG 11ITU4C710NS

The ri~ Dfu.sinS SYM~Y~ iI\ coRlblnuica .....ith ()~ diu&, havll nol b=n CJllQlslvel)' Ih,.lw&!td in S)'SUmlfic studiu.
The ~-<!rv~lntclV'l:~O~of1h8 i.n.dlYid~l componenEi 1f'O IPpli"ble 10 .sYM8YAX. As with aU dnlp, Lhc potenlial for intetac:tion
by ~ nT~e:ty or mee~lsrn,(e.~•.ph~atod1nllnit., pharmacoilinctie: dNg lnblbiliOJl Of' ~nhllume:nr. C1'.) i, • ponibiliry. c.uricn is
.d"'l~ed lf~e c=on~ml~ adrnll'US{l'UlHXI ofSYMBYAX and othat CNS·actiYe: dnIg6 i.5 ~iruJ. In eVlhufinB indiviciull1 CiJa
(OnSldtTlhon shoUI~ ~ 8,"en ~ \dltll: lowu initill dom ohho c:onoomi\Ultly zdmifli.sfe~ dnJp, u11nS COlUUYaUvcll ulnlion •
seM:dulu. and momlorlnc o(c;Itn.iceJ narus {.III Clifl(cql PharrnacolalO' (l1.J)).
7.J A.m.)pcl ttaal.c ar;c_U

. 8cc~ orUw pofe.nllt' (or olmuplae fD i~te hypoton.rion. SYMBYAX may tIIhance 1he etrt.tfS orCU1aln
uwhypatCt\Swo &gt:nts (UI WrunillC: and P"CallI/OII: (S.10)),
7.2 AIl"·P,rIfJIUHillQ .

The Ql&nU,;lfl\t.comPC:.lCTIt orSYMBYAX mly anragoniJz the dfe.eu: O(ltvCldopland doplll1ine a~njWi
7,) BtllJodlaup1Dn D~ ,

Multiple dosu of olll'liaPin~ did not innuence the h 11;'
N-4umtth)'ldJuepam However &he GOld ." p UlnaC1J lfltIJt.S ofdhcPlpGD IIDd hs KlI"'t mC'hbollla
with olanupii1C".· I m,"LUT1tIOlI o(dtazep.m wilh ol~ln. po&:ntic.ltd \he onhorwl; h)'pottolion o~rYed
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. '. 30 C/

-'-'-
15 \lIh ...lTtl1Ily ~lnillUCd wi'" ftuo.<lil'lC, the holf-Iif••rdilol<pW may bo prol.nsod in ..... pori..... f- CII./.01

Ph."..ocoIo: ~lP. nl)}. Coadmlni.lIIlion ohlpnmlUIIIllll n...oIinellu "i.uecl ill inClWtd olprUlllam pl1lll11
""",..viii... 01\4 .. _ ~<h""\llr".n_ d«1""tI\ld.~ III intmSt4I1\JlIIJDIll\I It'lcb.
U 1Ii_

Moulllp1c doses ofolWipNit did aot iDnlJeDC( IJ'Ir phvmecokine:cJts ofbiptrlden.
7.5 C.,tJa",aupilllt

CarO:amsupine thmpy (100 mg BID)a~ QD app10zimarc SO,", irlUUlllla rht clcarwc orOIIn:;apina. This incru$C is
likely due I.D the r.et Ibll eatbaJnNlptnt lila poten1 indu,cr ofCYPl,-,,2 activity. Hither dlilJ das~ ofCllbllnacpifte rDI)' quse an
even (puler iaae.uc to ollnZApiDt cle&nlllX.

PGlitnts an stable doses or tll'blmlZCplnt have dlv.clopcd eltvltC4 p'"m. iatic.oavvlSll"I ~ncentralions and dJnic:ol
I,n\itonwbanl toxicity rollo'olo'in;: h'lililtlon ofconeomlWl1 nuoxednr tJcl1rnQrt.
7.6 ctouplu

Elevauon orbJood loveb or c:loZolpinc blS bc.m ob.servtd i" palicnu fC'CClv\rlg C4J!ooruituu fJvoxccint.
7.7 CNS AttiD, Or.p

(ji~ the prlma.ry CNS etrec.u orol.-nzaplne. cautiOf) should be used whcl ol&l\Zlplne is Uken in r;ambiEWlion with olhaer
GOntrall)' IClinc. dnIgs.

7.8 EktU'uoaYllblvc IhU1lP1 (leT)

i~&Ie no clinieill srudies establlsl\inC the benofit oflhe gombinccl !.l'O orECT IJl.lf OUQ1C1ioc- Thcrt hi", been tIlA' reports
ofprolonged weizures in p&{itl'l1s on nuoxidnc receiyinc fer lrellme:tll (ItC "'411t/",1 QIId Pm"ovr/Otll (J./1)).

7.9 Ech.no{
6~anol (45 m&,?O k.a single dose) did not hlyt an effect on olanzapinl:l phan1'acokindi". The COWNI\1stJ1Iion or c:chano' willi

SYM8YAX mQ)' pofCllltitJt $CdI\ion and onhos",jt hypotenJlon.

7.10 f'tuvopmiDt
• •

PJuyoJCltnint. _eYf IA2 inhibitor, 6t.czw:el \hc c!eUUtcc:: ofol&AZBplne. Thi) tc:lultl in • mCUl inutaSe' in cMnzapil\C c...
followlnl: fluvoJtlJ"nlno ldmin~lJion of S4% ia rcmll~ n.onsmo~l"5 and 7'1'% 1ft mile smokers. ThcI tnCNI incrUSoC in atlhZlPine
AUC is S2.~. and JOB%, ~spet1i.dY,l.O...,et doses of'\he OIUlUIpine componan of SY'MBYAX lhoukl be considm:d in pAlimu
tecti\litlS c:on'-Omita.nl vnuncnt 'With nUVDurnme.
1.n lbtopc,;4ol

Elt:VllioJr or blood levdl or h.\apcridol N.J been ob5CtVcd in plI'lenu n:c.ci'iing t.CInc.oraitanl fluouUIl'.
7.12 UlllulD

Multiple dok!l ofobnDpine did nor innl.lence the pnumltOkiDtllt3 or Ihhium.
Tl1~ h....e bet" rt.pl1lU ofboth IbCRaHcI and deuenod Iilhium levels when lithium wu used concomita.nOy with fluoaelinL.

~5 orlilhivm 101icily and incrwcd Jtrotoncrcic ~(fens t10vc bCQ'J rcported..llthium level, should be moni1on:d in pIIienu liking
SYM5Y,,)( r;:onC<lmiwl\J)' with lilhium..
1,13 MOOQlmwo oJf4ln iabitllton

_ SYMBYAX 5hould no1 br;: lUed in combinodon wid! an MA01. or wnhil11 minimum of 14 dl)'Jordisconlin&&itla thc:rIpy
....llh -:'.~c:'" Th~e kave~n repo~ o(~ri.o\U, 5'omrtimc:s ratal ~wlons (InclUdills bypothCillli.. rilidity. m,.xlonus, autonomic:
Ins~~lhty wnh po'Uible ~pld nU~.tIOfls otvl~1 sl.sns.~ merltal St1tU5 chanJ,tlltial inclurk CIl"me~on pn2£;r'5JiI'll to
dc:h~ and tolna) in p&llcnt:s rccclVlnl: nUOJldtnl; U\ ~lTIbinlUon~1h an MAOI, iU\d in puienu 'oltho hIVe rec:enlly dlsconlullJtd
nuoxd~nc IJId ~c 111~ n:med Qn IA tootAOJ. Some tlSes pl"IlCnted with frIJures fCstrnblint ntUroJcpuc mali"w\! JJndrorne. Since
nuo.ccllne~ II.) maJ~t metabolite nrvo vr.r, )ons elimlna110n hl1r·llwes, at IQSI 5 woe'" (pcrha:pJ lonler, apcl;i.ally if O\lO&elinc bas
been prt$tT~ocI ettl(ml~aJl)' lU'ldlor Sir hJghCfdoses {1ft Clinical fhtvlrtczeotoD (/1.3)J ~o\,l14 btl allowod det nopplOI SYMBYAX
berore Sl6rtutg an MAOl. {Sn CrMfTtlfndlcoJiOflJ (of)}.
?loi n'l.)1lMn

I'. ,P~~c:.nhon sabled~ of phen)1oin have dovelop1ld .1C'o'.ted plul'Qa Jeovels ofphenyUlin with dinic:al phal"'om IDxi~1v
lollowmg llUtlltJon ofCbflCDtndllnt fhJoxetilif. ,. "
1.J5 PimDlid~

:=~E~:.r~~~~=::~~;:~..\::;:~=~:::c:. ::;';~=~~.:~~~:'='''':':''':..
(St~ COII(tDfrtdJr.aliOJU (4)/. t ns r Q1', prolongatIon W&n'IIlt$ rCStmbng \he eoneurrut \UC orplmaddc and n",or.all'lC,

iiiiiiiiiiiiiiiiiiliiiiiiiiiiii==:::-----=-OC6208
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s.r '1ltllruO. . _. . ~_
liNd lllt _,,",.fl<:<lon olSVMllYAX llIllIlht palcoli., IOf ",oloni. '1ndromo..."ion" ...ild '"...

SYMlIYAX i\ ooll!minil\tlt6 ..Ill> ollta CI1l&1 Ill» may l!ltl:\ Ilioltltl\ontl&it nllurolnlllmi1llf ly\\1ftI>.lllCb as~ptw, linczoli4
(an utlbiDlic whith h I r~ib\c aOQ-stlmr.c MA01), lil:hillm, tTuudol, or 51. Jonn's Woo (jte Warltl/II' ottd /"rrr;lIV/ioru (J.6)J,
The concomitull We; ofSYMBYAX ~hh olha SSAlJ, SNAil or Q)'plgphn i' not r~cnded I,rr 0f'JI~ If11t'~';DfU (1.'1)).

7.17 1'blOp'yllillr
MuMiple dOltS of olllWpine did nO( ad'u:t.lhc phWl1JltoOkin~iu oftheophylJinc or its mNbolitn.

7.IS nlNidutbe

Tbioridum! should nat be IdrninUlerc:d -..ith SYMBYAX or Idmini'ttrcd within I minimum of SWC'Cb after
di$QonllnlAtion ofSYrwmYAX_

In I RWb' or 19 bcalctly nalo subjeca, which htelwSed 6,10"" and 13 rlpld hydroxyl.toni orc1ebrilOl(Uin., I s;nsle 25·mc oral
dosa oflhiorid.u:.il\e. prod\lud I 2.4-fold hiaher c..... and. 4,S'(old hi&b~ AUC for thioridwnt in the slow h)'dfOxyJIIOl'$cotnp4red
with the Apid htdroxyla1.c:Jn;. Tlle nl, or dcbriloOq\lln hydtox,.lation is fdl so deptod CllIlbe level orCYP206 isozyme &ttivity. lbu',
lhis ST\Idy JUUes'U 1tlat drugs thas: inhibit cYP206. sucb U tcnaiD SSRJ... inctu~in& n\lOJletint, wiD produc.eclrvalcd plum. Jc~dsor
I.hiOliduine /1" COlllr~/tk!Jc,;tioN (4)}.

Thioridwe I4mlnistratlon proltum , dose-relaxed prolonplion ofthe QT, inlcrial, whi\Oh is I5soc:ialC"J wiZh serious
vcn1ri"'bt &lTh)'lhmiu. such as lonadros de pointu-rypa .11fhythmiu IUld e:uddtn duU'!. This ri~ Is npcCUiCl to lnaease whh
Olloll[eline.jnduccd inhibition of'hiorid.u:lhe rneLl},Qli$m (JIt COttl1'lJj~feafjOlU(fJ).

1.19 Trlcyclk ..1H<p......a ere...)
Single dOSQ or ol&ll;J&pinc did not affaellhe ptwmacoki.ndia ofimipnmine or its itdive mellbolir, cksiprvnlM.
In rwo OuoJedne studlt:1, Pf~ioUJly stable: plum4 brim orlmi~inetf\d de~ip'lmlne h..~e inaQJw ')02.. 10 I~(old when

nUOllelinc h..u been Idminisrac.d in cornbination. This innuenC:o!lltlay pc:nilt for dnu: wtells or lonec, :iftn OuoxetlDe u dlscoalinlKd.
Thvs. the dose ofTCA miy need to be: red~ and plum, TCA COIlc:enO'llioN fN1 nud 10 be. monitOred ttmpol'l/ily W}Il:ID

SYMBY"X is caadminiUCltd or has btc:l'l Ic::oerdly dlscontinUtd fur Drvr InJr:rgcfir1fJl (7.21) OM C!;niCQ{ PhanrulrWDJ:1 (12.3)}.

7,2:0 TnptlPs

'Thrrc hlvo!l bun fare pDSn2lllkcling fepofU ofserotonin syndrome wilh \I~ Or an SSRJ 1Il4 a triptan. IrconeomilMt
tJQlmc:nl ofSYMBYAX wiUJ • tr1plm'l is olJlinir.all)' wlnMlCd. clltJ\l1 obstrvarion ofthe palitol is advisocl, pll"tic;uwly d"rirlG'
tl'caUMnl initiatlon ~d dose illCl1lun [let WGFnl"!.1 and f,,,rzvfiruu (5.6)j.

7.11 Tryptopbla
five pl:liou1ts rceci~in& lNoxcrioc in combinalion with U»loph", experlencod Idvcl3c rl~ns. includina adtllion,

tc.11!tssnc5.&, and a~roi"'e.ltin.1 di:l1trSJ. COhcomha.n1 \UC with tTypfophan is noC leoommQ'ldcd_
7,1% Vilprolll:

In virro fN4ics lui,,! hWXlln li~r rnicro.somcs detam\ncd lhaI olGllQpinc~ linle potential 10 Inhibic the mjor m&\lboU,
palhwl)', gll.l~tonidation. ofva!IU0ItCI. further, vaJPl'Oata has lird.c etfetl on the mC&lb-oli,m or o!lfWpine in Vilto. TlU1£, a clinically.
,ignlfiC&nl Fhmnacokinnj~ ;nltflc1ion bCIWCCD a.IlDtlplne and vaJprOalo is unlikely.
1,'l.3 W.rt.rill

Wllflrit> (lO-m& lingle dolc) did noll!fcc1 ol"'''l'in' plwma<.kin'litl. Single do.., ofol....pi.. did not olfool!he
phannlc:oItindie:, of WII.f(irln•

. Ala.ef'e.d ~'C'lll&Wlan' effects. indt.ldin& incru.s.ed blccdifla;. han bem ~poncd when nuoxttw is I:Oldministere4 ",ilh
warfuin fSfI Wcm,/I1~J.~,.JP,.,caul/otU (J,JS)}. hllmb receivln; wufuin \herlJSY ,luNld ftce!vc c.r.refiJl cOlgUII.iOft monilorint
...ben S"fMBYAX IS InlflJtcd or slOpped.

7.2.4 Prup " •• hUerfen llrilb bt.cnOS1a,lJ (NSA'D., aapirlD, 'ofIri".rip, de.)

d . OJSu=nil'l release by plwleu~~ an Imponamrole 1n hocnosta.sis. epiderniololicLlI studie5 ortbc casc.c.on1rolll\d cobolt
t.S1an Ii e dcnol\Strate.d IJl W~l&honbtNteen lISe ofp.1yehDU'opit cirues Ibal intUferc with $UDtonin rcupWcc and \he

OCCUfTCOlce oruPP" 8»lrolnw:sllnaJ blc::c4inl h.ve llso :Ih~ \bat cocturnrll \/,e of an NSAlO Of' as lritl I' .

:~:~i~~ WarllingJ aNI P,.,caw;olll (J./J)). ThUI, p.tionllshouJd be cavtione4 abOl,U lIIc u,. or~Ch:v;~=::~~

1.:lS OTQp melabolbzd b)' CYP2D6

In vll,o snadits \,I1iliUnI humlJ1linr mfClo'om~s ,ve,gtG Ibnobn· .
o(lIluplnc is \Ullikcl'y 10 CalJfC cliniRJI I d 1__ ppm! h» hnl~ potcrniallo IIIMbil CVnD6. ThUll:

y mpolUnr nil uuutC'd<:rnJ mediated by thu enzyme. •
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8..2 Laboraod Dtli....'Y

SYMBYAX - The tffCI;'t orSYMBVAX on l~f and dellyery in homw is uhla1own, Parrwitlon in raa: was nol atreclcd
by SYMBYAX. S,YMBY'AX should be. \lsed lSwing labor and delfvclY onll if the p01r:1lti..1benefil JuS1Jtiee the poltntiaJ ritk,

Otnupmt - The etreC:1 ofClIlllZlpine on Ilbor;:and deHvcl)' in humllls Is W\lmown, PartUJiTiOtl in nts 'IilFU nOllfTocted I....
olatluplnc. v~

lhc.rcfi V:;:Qu.t1ac - '!'~."rket OrnuoJl.t'linr Oft labor and ckllvvy in h\l1TllllS is unknown, Fluo.~irtt (;Jon., lhe pfattntl.
ot'C, ere IS a PW'ltllh~ lb.l n~ax'\l"tmay have Idvm.e cffoc~ on Ole M'Wbom. •

8.J NunlDr; MOlhen

SYMBYAX - "flu.'c aro no QdeqUAle ~d \I lJed d' ',L \h.. •
cvalru.1in,s lhe ~dividual components orsYMBY~(~I·c:onl1~ itII In "'~VJ S 'I"lBYAX In nWlin&morbcn or infllllS. Sn.41cs
kn.o\llJl Whether SYMBYAX i' tlmted' hu Ik It\UplnQ ind nUol~Cle) in nmlns motheo are deKTlbecf bdow, "is ItO!

In mltl ml IUld~~1U4 of ltIe pottntllJ rOt SMOUS advent ructions In nurslne tn6nu

'..~.- ._-

~~ adminlnmd .10" II III. hi:Moles (4l114l mlJ\&ldlY,~iyG1y. in Ihc~611l~ IIII~~OJI ~"~I in ~ht ..bbi'l·
InIho~ ll\<t...", no.-.lilua o{_""Iti1y·, blNlVu,Iht.'i\><Iolt _blllsl!Ol\ ptodlltt4 4tmntS In {lUI \IIl\;a u6
,,,,,d.d '''I'1Il o"ir.,,",on in ,onjo."ion with nulcm,IIOxi,ily, Similarly, in \lie n\ 111m "'IS no ovidt1\te ortUl~cnitilY;
Mw"" •• Ilcorw. in {till wcillll .... ollseN.o whit Ih,ltiah-dolt ..",bin";on,

In' prt- IIld POltnJUi sMfy conltlJd:ed i,.. rats. olinDpinr &nd nuoketinc WetC ldminJn.~ duriJl.c: pnplU\C)' rutd
woughoullat&ltion in comblnlnon (lo....-40se.: 2111d 4 m~atdJ)' [I II'Id 0,5 tlmn the MRHD 0" I m&fm' bull}. ,o.putJve"'.
h\CKIM":. I1Id • rn&'k&'dl)' i'lli'd l tirnc:l W: MRHO on III rn£Vm1 bui'l, Ic$pC'Ctivol" and &Jone: 4anO IlTIpl/da, (2 and I times
the MRJiO on:l mr1m' blsls),lupcctivdy). AdminiltrftSiDrl Onhc h1c.h-daK combinlliQB '"\l.h.ed Ln. marttd .Iey.aion in offlprint
",anility and gowth rcwdMion in c:ompuiwo to th~ Jlme dos.es ololll\:UPinr and fluOledno administered .Ione. Thue eff," ""en
"ol obsLrved \a'ilh !ho )ow-40sc tol1lbiol1ion; bo",evu,l1lm: "'18 • (tW Ulel orte:s1i~uwdq;Mtnlion and atrophy, depkligft cr
epididymal s.pcnn ¥l4 inrr:rtilil)' in \hi; maie ~rogcny. The effteu ord\& h1g11·do5e combination gn p05ln.m! endpoints could nor be:
assened due to high pmS"') mOl1&1il)'.

There~ net ldoqUile and -...ell-'-Ofltrclle.d .st\Idior wilh SYMBYAX. in PfCCIlII'Il women.
SYMBYAX Ihould be used durina prcW"lIlty only Irlhc potentia.! beI1efit jlUlifiu Ule pDWlllJ1 risk 10 the fetW.

Ol....pin. - In reproduWon .Mlt< in rau Itd.... up 10 11 mif<r/d.y and in rabbi1S aI do... up ID 30 mf/lcr/d'l' (9 &lid
30 timl;$ the MRHO on I mt/en" b,uil, tcspcclivcly), no evidtnc;c orltl'1togcnicil)' W!U obscrved. I" '1"l11ItrcfoloSY study, tlrl)'
rt:sorptionJ and incft~cd numbers ornolWlIbJe fCfV&eS ~crc obsttYtd &I • d060 of 18 mi/K"dl)' (9 limes the MRkO on I '"rim'
bull). Gc:s'Uiol'l WJ,1 prolonttd ~t 10 m&'kgld;y (' ltm.es VIC MR,HO On I mglrn' basi,). in I r.bbit lUUO!01D' J.tudy. fetaJ Laxicily
(rnanirt.! ..-d IU in(n:lasc.d rt1O(J1tiCHls 11\12 dec~ucd rCQI wt;iatn) ocaund N .J mar.:trIlJfy lo.-ic (Jon of lO mF/ks/dIY (30 limc1lhc
MRHD oCt. m\:1m1 lR$is).

PI'CC'fltaJ transfer of o!.&nlApinc oceurtln ",I pups..
There ll1e no adcq\lalt :and ""tJl·cootroll.d clinical nudies with olvwplne in PICgnan.1 \vlmll:n, Sr;ven Pftcnanoies were

obsuved during prenwkaing c.Ilnical wdles wilh olantlpln~ indud1nll fWo rtSulting in nannll bh1tu, one fCJWting in neonatll
dealh due la .. etrdio....,cular defct.L. throe thenpeUlic abonioftl, ~d OM SponlallCOUS abonlon,

FlUOldint -In emb(]o r'l.IllIevolapment ,~itS in ratl ;and rwbbilS,lhuC' WIJ no evldcnce of lcr-ltlienic1ry rollowln&
I.dmini~tJltion of up to 12~ and tS mg/tr/dly, rcspectively (I ,5 Ind 3.6 Ilmeslhe MRHD on a rnl/ml bloSi3. re)pct1ivoly) WoUJhOltll
Of!lnOBonC'\iG. Ho..-.cver, in nJ fcplodudion JI\ldin, III inaeue In stillborn pups. a 6ea'~e in pup ....eis,ht.llld an increut in pllp
deathl durin, che fi,Sl 7 d~Y5l'OnplrtWU IX'C~ followinC mlltINI exposure 10 12 mglkgldJ)' (I ,S Limes tho MR.HD on ~ mt/mJ

buill ~,rin& &,"'tion or 7.5 m&'l'flday (0.9 ,..... Ill. MIUiD on. mgtm' basil) durinUts1alian an~ !Walioo. Tha...as ""
nidcnee orde"'dopfDtTItal nCtlfolotltlty itt "'c SI.Irvivlng offspring of rail trelled with 12 mglk£ld.:r.,. during gWlion. The no--errecl
dose for tit pup mOfQJit)' \4'&$ , m&'k&'da,. (0,6 dmn the MJUiD on • mrJrn1 bltSls).

Trcalmtftr O/P"Krw,,, Womclt Dwlng 11ft 71rird n''''lfr" - Neonm expolcd 10 Ouo.-wce, 3 ~lJ1,ponel'll of
I SytJQVAXSYMBVI\X, Indo other SSRb or SNRJ" lare in the third blmotr:r hlVlC de...eloped ctmlpliCIJions ~qutriD! proIOtl&N

ho,pitAliuljon, rt1pirmOl')' suppott, Bnd Nbe fecdinC. Svch compliwlcns CAll arise immedioUly upon dcU\lCfY. R.tpon~ clinical
{indiJ1gJ hive Included rC'Sph'aIOC1 di3ucss, ')'U1t:1Oi" -pnCll, sci::urQ, tcmpcr~turc inu&biliry, (ceding ",mculty, vomiting,
hypogly"mll, hypoloni., hyputOt'li.&, hype«cnc.da, trcmDI,jinerincS3, irritability, OItld ",n~l crying. Thc.se farwa Ife COJ1Si~lml

with either. dinelloAle err=: ofSSRb Ind SNRb Of, pOllibJ)'•• dtu~ diJcollllnuation ,yndflJme. 11 shoIJd be nOled Nl, '" 5Dme
a.5~, tnt c.linical pi::tw'c a.Gonshlt1ll ¥rim serotonin ,)'odrome fu, COlfJIDfllriJrQliOAl (I) tJM OTVI/Nff'l1t:tiOtU (1. J6)]. Wbaa
D"C'.al Il1S pre!11111l ""'amen wIth nYW.£1inc 4tJrtng fhe tt\lrCl Aimeelcr, the ph)'sicillTl Jbould clI.l"efully con,idGr tho PGtcI1tW tillu WId
bcndln oh:ttltmertl. TM- phy5ioian mlY (;onlldc:.r I.pering fluoJtcriDt in IhCl third rrimcstu.
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::.. SYMIlY..x... UcililllllMUld be mwwhlll>a to diltCt\uollt OUl'iing 0110 diScllI\nnUt 1M IlJ1lt\1L\ln~ InlO lltI:Wl\\Il\t
i~Ct orlht.dNl!,Q 'be mother. \t \s Iccammended lh.u. women bel bfQS\·{c.ed wften n:coi"lfttSYMDYAX.

Ol....plnt -In ,~ in Ilt1Ilinl. htl\\hy Wllmtll. U\>l1Upillt .... tX""'~ in ~leIll1111i\k Melli inl1nl dOlt 1I11n11y
swe 'Wu tl\im.\~ \0 be: \.&'4 ohhe mllernal olw.apintl dOli. II i, ,~mcndtdIIn.l wo."eo rcni... /n, olanztpil'le ,tll)UJtI nDt
brellS'-fotd_

Pluoletiot - fluoldinl: is u~rtled i" hwnlD bJUSt milk. In one bfeut milk sample, the ~OhctntraliOf'l of nllQJCc.1inc plus
norfluoxetine...,... 70•• ft&/tnL. The concen[ltiion in the mol:llen pluma "¥u 295.0 nglm.L. No adYer" cft'cct5 On tile iJJ(w wete
IqIOrtcd.ln &nodlu tale, an inrl1ll nursed by:a moChor on avoxCline I1tvelope:d cryinS. sleep t1inurblrtce, vomilifl£.~ WlJtry stools,
The inflrlt'$ pluma drllC I~vel$ \Wen: )40 "vmL or O\lolCctine and 201 nglmL of norlluolCllhe Or'! tile 2nd d_y of ("dina.
I.. ftdLatrlc Usc

SY)(B'YAX - SRfel)' &nd eITectivenoss in \,he pediltrie populatIon hl~ "lot btm established b., Bas Womi"f aNI
WaI1'IIlIlJ ond P,rcaulitW (j.J)}. AnyDflC: ~oNiderint Ihl' \lSC o(SYMBYAX In It dlild 01 odolcKenI must balanGC tho polemlill rish
with lbe clinic&! nc:r::6.

FlQOlc1i~ - Signifi~l tOllfellY, including rnYQl~il:ity.lon&-tmn MurobchlYto..-J 1Uld. reprodu~ti\'C I~ir;jty. and impli~1I

bone lSevelopmcTlI, till' b«n observed rollo.... ins esPOlurc: ofjU'olenile animals 10 nVQxeune. Some of Uicn tffCC"b g""'"td ar
dinicslly rtJevlllt expowr~$.

In;l study in ~ich nUOJe'line 0, 10, or )0 m&'!tg) was 01'111y adminhttled lQ young nU Itom wa.nin; (Po.stJ'l11a1 Day 2\)
lJ'IrouSh Idlillhood (OIY 90). male and (~e suuaJ dc\oeiOptntD1 was dell)'~ It In doSd, Illd growth lbody weight c~n. femur
length) was deerea.sed durin, ""C dosing period in .,jm~1I r«.civlng the bir;llt:~t do", At the end or~ bnb'nenl ~riod, SLI'\.Im levels
at cruline ll:inLSC {mLrl:&l' ofmtl'dc da1TUl&C) we~ intreucd "'I tI\e inlerrnedille end hi.h do$C'5, a.nd abllonna' mus.cJe ~d
n:prod\J~live Qfgan histD9,lhology (':kclmlroV5clt dC'Ult(lllioo a.nd ItclOI'O,i6", l~stjtulQ dtBcnt~lion iUld nlcrosis, epldldyro~1

va.cuOlliion md h)'pospttml~l was ob$CTVtd 11Ulo high dose, When anlm&ls were e~w.ted after I r«o\lery period (up 10 II wreks
aner ~Iiof'l of dollnt), neurobc.hniorlll1lnormtl1iUO'$ (dc:~tasc6 felCriv!ty 011 aU dascs and IC&rTIj"g deficit ac !.he hil:n 6oJe) 1114
reprod~\'e funetional impJirmuH (d~ftased mailns III .11 do~ and irnpWed r:l1,jHt)' Nlbe high dlno) ~Ctc: setn: in addilioo,
lcstitulu and epididymal mil'roscopic: lesions.,..d dlC1C:Utll. sperm conc:c1\lIlions were fou.nd in the hiah dose group. iNlie.uina !hal
the feplod~vo orSWl effectS ~en II me eDd orau('lft«tlt ~R1 irTcvcmble. Tho revCTsibiJily of fJuoxel(fl.e-ir1ducC'd muscle dllTl~ga

"'IS not u.s~Ut4, Ad'll'cne effec:u .im.il.,. to 1Jlosc oburtod in "'" Q'uted with nuo~neduring the jl,l'f'cnile period ha...e not been
n:poned aft21 ~mlnlstralion of nuoxctine 10 ~utl. e.nims]", Pluml el:pc.surCJ (AUC) 10 Ouoxclino in juvenIle Fills rte:t:ivirl& thllloUl,
inlermediate, Illd high dose in thil nudy were: .pptoximau:ly O.1·0.1. 1·2, and ~·IO tima, rt.Spectively. the average exposure In
IXdiaaie potienu receiving the: ml:ltimum ~mmcnd:d dose (MRD) or20 mgldQ)', Ralc.pMUJef 10 the IlUjor metabolite,
oornuo,wetine., "'UC i1ppro~ma.tclyO.J~0.8, 1·8, and )·20 timt1, respectively, pediooic J:xpo;lJre at the MRD.

A specific effect of fluoxctino on bone development b" been. reported in mica t7eartd wish Ouo.cctinc clurUtg the juvenile
period. When mjcc ....ert lttitcd ..... ith nuolc1ine (50120 myxg, in~ril.oncal) for 4 weeu sW1il1g It 4 wttk.s grICe, bone
rOO;'luian was fcduQl;d ft:suhing in dt""u.s.c:d bont. mineral conltnl and dauil:)'. These doses did nOi atfeC1 ovCl~JI ~oWl.h (bolly
-.rei&hl gllin or rcm()JIII~ntth), The dose:;, IdmJlli~Utd 10 Juvenile mice In thiS Study ~ :19proc.imtltly O,51nd 2 tittU O\e MRD fat
pr.dillbie paliO'lt5 00. body nufAce &ttl (mym1) ~i~.

'" aNlth~mouse ~y, 114mini,)tJlI1lon of filJ.tu:aine (to mglkg innpcriIOtlC41) dwina udy pQ,$tnaW dtvclopmcl11
(Postn.:AI.O..y~ 4 to 21) p~oduced abnomll cmolion,J behavion (dC'CJ'cutd CJ1IlotllOry behAvior in e)al.~e4 plus-mile, inCJeu~
$hoek ,,:ol~e IlltalC)'} In i4uhhood (12 ....oales of 01.&0). The: doso wed in &his sNdy i5 Jppro-.iJJ"llllcl)' equlII LO the pediatrio MRD on
& mglm .b.uis. Bc,"Il\l$~ 0' tPl.t: W'Jy do'ing pcrlOd In Illil 'N6y,~ ,IJTlifir.an.cc or these: findlnp to the: approved p1:dillrle ~c. in
humans IS \lnccNln.
I,S Gtri.tric. "he

SYMBYAX -:- Clir'!iuJ stu.dib ofSYMBYAX did nol include sufficienl nwubers o(Pillient)<:61 )'W1 of BBc to ~ttnniJle
wh~thCT thq' r1spllnd differently from yolJtlgeJ patients. Olhu f"qIor1rd cliniQI Clpcrie.n~ hIS not identified difftl"C'DceJ in rtSPOnses
between the: e1der~ 1M younStt pI~~Il. In Icncra'. t10se ieleellon (or 1I1 elderly plJient 5houJd be R.\ltlOUJ, U$\I&.II)' nln.ins lot Ole
Ir:- end cfu.e dOSIng WIse, Idl~ni lhc. ~er frequeney or dKnoUOd hllp.tic., l'thl.l, or urdtlC fiu1C'Iion,lnd ofconeomi~
disease or cUler drJS therapy tnt Dalap OM AdJllf/fll.,"ollon (1.IJI.

I a.LlDIa".llIe -.Orlhc Z;S0G p~tit:nll in pI crn&tketina ellnlCll studies wilh olltlupinc, 11% (263 paUenu) 1IIet'e: i!:6S yniS of
;~:'~':~~i:tsW~%~~~phr~La,lh~rc WAS no indiCUiQo of I1'rj ditr6nln11011ll'lbility ofola.nupine in lhe tlderty t.Omplltd \aiM
In this P~uIJril)~ eompu: :~~~u:~~d:en:Il-1~~ltd~YC;g~h,,,c 5t.Ilienrd thlt thm: ",_y be <II dlffaTnl lolcnblliry profile
with ditmmulI.re:llte.d r'IoW"d1ol'·' .L_ ,~n 'fi"'" :sc:hlZCP rtnla..ln pllecbcK:ontroUc.d ,(\&dlc, otoranuplne in elderly palienu. r-", ~_.. Wl,s l slsnl leJlllly hisJ'-p in~tncc r ..k_ I d
1Sl;har!ie wack) in palitlll.$ 'lttated wilh oJ I . 0 eer....., ..,YVQ,IIT a Vtone: CVtMs (e·I·, Stroke, tnl\Slent

IUWrt no compared lD pttiUll! ltUted w1U1 plaubo. OlanDpinc is nOltpp,ovc::d for the

APR-e6-200? 15: 25
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, DRUG ABUSE A~D DaPENDENCE

9.J b.JM'IId'DCl!:
6YMBV...X, &1 wrm nlX)xetine IIld ol~pine, 1w not been sy.,cmati~,lIy studied in hwnw fOf its polCllllill for abuse.

tolerance, or pbysical dapenduu:e. WhIle (he citnttlll"'did did nat Icve:al eny ~ndelq' (Of My dtu.8.~inc bdlavfor, these
obsuvl1lons weto Ml S)'Sll1mlbC, Md it 1s no) pouible fo prcdia on me basis armis limired npcrimc::c lhc cnem fO which.
CNS·Ktivt drug will be milu~td, divtrttd, Iodlor Iobwlld once marte'led. Corueqwcmly, ph)'JiciMls ~ollid carcfuUy ~Iu.le paJiuu
(or hi~ory Dfdnlg abuse md follow such pilienlS closdy. oburvinC "'em fbt siil\S of mislne or .bula orSYMBYAX
(c.g., dcYdopmUlt orlOlmru::c. inQ'trrCfl181ion ofdOIC, dru,·,cain.: bGh'w1or),

rn .5Ndlcs In nls md rhesus monkeys designed to mess IbijU: and de:pcndalct polenlraJ, olannpiM a10M WI,S shown 10
hoyt J,tutt depr~sivcQlS dfeC15 but linlc or no potfnli,l Or abuse or physic:aI dependence JI oral d03t'l up 10 I$ (fat) And
e (monkGY) timu ~he MR.HD (20 mg) OP'" mrlm3bMis,

~um"'l.r"""''';lh dml",~.·,tl"td I"Ycho~l. IhM tmlJilltr 0\1/.\110 lIt\l t\4tr\'j vllitft\l~Ih 4eftn\\\·ttlmaO\~UMi~
vl;il""" ,"""14 b< _,i"O (ICC Bor If.....£. Wlm\iJlg/ GIld Prtca~liQ/\l (l.19) cmd OOiage QIId AdmiJlilWIlliOll Q.lll.

AI _iUt Qf/ruCNS-.ct{_ dl'Vp. DI-n-,krc ~_r" cr- WN ....,UII c:au"Vl1 '" ~'f1Ot'lfywcuEt wun lka'!cnq& I\bO,lnC prmRCiC
or (attOt5IhU micbl d«r'I&1C ph,"".c:ok.in~,tJ~.."o.or inl:~&Se the phumllCOdyna.mlc mponsc IQ olMa,pinc Ibould Iud 10

l:ol'tslderadoa of.Io....er SQlttn: dan (or ant plD'lc FWtat
f1l1oacalM - US ftuoaetillCl cJmicaJ StUdies (10.712 pthCltI3) ",clultod 681 p8lienl5 ~65 yean or.., and 93 pltienu

~7S lGom of lie. No overall diff~ ill salay or eII'"llvcn.c:ss \lrCrt obllrvDd bdwecn IbtR subjct1$ ifill Jounl" 'vbjecu. Md
ClOIer fepo1Ud oMie.1 c"pcricn~ hI' not identified diffcrmcc:s Ul rapomcs btNt«ft me elderly 1I1d )lounSeT pllicnu. bill staler
'~~ililliryor some oldcf hldMd'ulll, c.annol be ruled OUL AS with ottlcr SSRJI, (lliOxcilne hIS been ast.oci.cd with CIJCt ofdini~11
lignlffCUlt hyPOhatrt.m11 in elder I)' parilU1lS.

,. OVERDOSACE

SYM8YAX - During prcmll"fcdln.s clinlcll.fUdil' oftN! otenuplneItJuolle1in. cornbinllion, ovcrooe.t orboth nuolC1inc
pd OllllDpinc wcre n-poT1C'd in (j\,c,tUdy SUbJects. Four oftile liVe IUbJeas experienct'd lou orconsciousness (3) or COl'Ni (1). No
fillJitles Decmed.

Advcrx evtnts involving aver4o.so offhlO'lltIJne and oJa.nupine in eomblnltloll, and SYMBYAX. h,vc been reponed
spOnt.ncously 10 Eli Lilly and Complll)', An ovndOSt gf~ina1iClf1 therapy lsdcfine:d as confirmed or IVspcM illBescion ora dose
of >20 mg Ollnl.lp\nt In combination \\lim .. dose. or>,o me nuoutine. AdVerse r:Ycnu ASSOciated with ltu:5c tt:pOns included
somnolence (sedtlion), tl'npllircd r;:.oruclOUWs.s (tOm,), lmpaircd.neurglosi, fw,cdoh (aruia" ~nfusjo", e01lYUbioru., dysuthri:l),
mtlythmias., 1CUlVIY. t$.Scntill tmJ1or, ~ll'ljon. IC1Jle p$)'cbosis. hypotmlion. hypertensiOn, aAd 'UresSion, FllAlitia ho~ bCD'l
cOllro\U'.dcd by Uponlrc to 3ddltlonaJ sub.J.tanc:cs irlCil1W;ng ~cobol, thioriduinc, oxycodon.e. W1d plopoKyphtnc.

OIIlDDpilllt' - In postmon:elini R'potU oro"'CTdo~"'th olanz.apine 'lone, S)1TIp1onu hawl bun reponed iD die mljOril.)' or
ClSl:S. In $y~~\OmtJ:lc pll!cnU, sympul'mt wilh ~IO% incidence InclUded 18ltarlonll8C!'cW\ltnw, dysan.tuit. tad1ycvdil, veriQus
C'J:ITapyl&mrdll symptoms, and reduced I~el afalnsclo~tnI'1nging r,om sc.dJlion to coma, Amonelcas commonly reponed
s)"",ploml wac 'the ral1ow~ni po1tntglly m~iulll tl:riow eorents:: &splrallon, c.udJopulmona.ry UTt1I. tllIdilC anhyahmias (such;rs
sl,/~enf1lcul.1r tbCh>'C'atd~ lU ~11 as a ~llcnt lhal apeticnc«t Jjnl.li p.use vrhh sponlolMOUJ resurnplioa ornonutJ rhylhrn),
d~lrI.l1lTl, pOSllble neuroleptic millcun' syndrome, te.3;pitlto? dc:prqrionllJJeJl. conVUlsion. hypcrttl1,loll, and hypolension,
Eh LIlly ~d CompJl'lY hI$ .ttttlvt4 Itil'OrtS or faQUty in usoolllLlon with ovudose of olanupine aJanc. In I ClSd ordtath, the amOUllI
or a:U1.cI)' IngeJttd olan:Z~II~c w~ rtportcd to be pouibly a low U 450 ma; however, in lWIother we, ~ p:tlitnl wl$ repoi1.eCl to
$W"'I"'Ye an ICIlto olatlDpll\t llIgcsnon of !Sao mg.

OfDVUd::u~"lin.C- Wot'~do uposurcto fluoxeline i, (sbm,ied to be OVet 31 million ~tictlts (cire. (999). Of1!lt 1571 wes
e ",01\1"'1 nUO~etr~ alone or whh other dnJgs, reporttd fTom tNJ popu"llon, ;'tte '«ere 1~ dcadu.

IS Plricn~::::;,:c;:~;cnunwho ~rdnsr;d ~n ~UQ.ttine alone, 34 rcs\'d~ ih • fUll OlllCOmc, 378 COmp'dcly R'C'OWl7ed, and
lIU'VOU$IleU 1,/ Ie ~ ~r vn:r 0-'" lIID ~chn& abnDrrMI "~modauoft, wnormal gait, confu.sion.IU\l'ClpoWw,,~

I. ,p tm.onary dysru.nCTlon, ytrtl&O, tremor, dev.ted billod Jlrc::uuT1l.1l1'lPOlQIe.t move:menl di:t4;lrda Bnd h • T"-
rWJatn",g 206 patientS had 11\ un.known oweome Th • ' • )'pom.,,,.. U'IO

stillUe:s, somnolchCC, n~sc .. tacb tudi ~d v~ . e mOlt common Jlgns ~d symptoms l.lSocilled wi'" nOI1-raIIJ OVetdoltVrefl
~Iie:nt who look nuoutine: ~ofle~ h' b mrll~" The 11I1C3t kno~ In,csUon Orflu01ttint in adult pllitnu WlJ 8 B1uns in.
il'lge:nion OJ 10"" u '20 InC hI3 been :Q;l~\lcd'~~;~~~ r~ovcrcd. Hbow' ....cr, I~ an ad\llt palien! \lttto took Duo.cline Iionc, an

Am ... _,I OlllCortrt, UI cau.aJllY has nol been clllblbhc4.
ong pcdUUlt plbCUU ('ies ) Months to J1 yean) lh 6

c;ombiQllion willi oilier dr"'8J. Six pltienu died 127. ,ac ,«etc IS .c&kS oro....erdose Invol\1Ir'l& fluotetir»e alone Dr in
. . plt1tnts oomplw:fy recovered, I Piulan clpcrlenc;od Nnil raillft, and 22 parlcn",
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~~ ..~ .,"e."'. Ont olUl. 6 r'lI\i~U wll a9.yt\l·0Id boy lIIhohid atIi1\Drj arOCD,I~l!l1n s~n~ 11\\11n~.
......10••,1101, d1s0<6c,.1l\d Ic<ol ,I...hol .,.n4som~ 11,II1II 'ottn ,.....10& 100",&.1 n.....hn. 4I,ly IOf 6IIlOnlhllU rid~lon 10

<I""i~int, IlItUly\~nen'lll"t, >nd~int.MixtHl\li initllion Ot olhtrlllClluxh o! luici4c tQmp\\~ all 6O'Ietb~ in
t'n.\\4se.n VLI1 rt$u\\e4 in fawiuu. il\e \vsal inlU'\K1n In ptdiwic PlUenb was) rram.. ",hicb was hO"~'tJ.h&I.

Otl\a' Impol'talK lWivc:ne, eYet1l3 rtpontd wid\ Quo.elioc ovadQ3:c ($in&le or multiple dn.SS) Smil\ldcd coma. dC'lirium, ECC
abnof'NIliti~ (such u QT·inD:M1 prOlonBAliOI'l .,d Ycnl:Jlwlv laclt)'c"ardia. indudinc1~ do poj~.rypl: arrhyehmiu).
hypolension. mll1i, neuroleptic malig.nltll synd",mt·/ilre eYa'll•• pyrqi, SlUPO', and synQ)pe.

lD.1 MUlcemcaloCOnrdOH

In manqinJ oYCl'do,"" the pOS£ibility ofmulth:rlc dNa: in'lOlvC'maallhould be: conddcred. In case or~lt ovtrdoSe. atabJisII
6lld mainwn an airway~m.ulo 16equart. vt.tltllAtion. whleh rolf Include int\lbuion.ln~UCltion oremesu Is not Morrunmdrd &S lhe
pon~itiry of obt\u'llWion, sei..,uu. Or dyJtonic: rea.etiom oftbe held and !'Cd following OvrelGOJ,(: IDly CI'QUl a risk fb, upintlon.
Gssaic Javaae (QJ\o intvbltion. irpltient is unCQl'l~ous) and admlnls~lon oraclivll~ c:hareotl108cl.ber ....Ith a IllClliV'l: iho~d be
c;o~i4efe:l1. Can1lovuculll mol"lilorinl; should commence invntdiatt:Jy lItld '~ould include continuotlS declToc&ldiOSraphia rnonilDrin,
10 dt't'eJ2 possible IlTh)'thmiu.

A specific J"GCUllion Involves paIlmU who 1ft t&k.ing Of ha.....c ~e.e:n'ly iU:en SYMBYAX and may b......e ingtsscd c.'''ni....e
qUVluue; or. TeA (l7ieytlic anll~prtuc.\u).ln such CUt" a=wulation oflhc. p¥Cl11 TCA andlor In active mt1abolhe mI)' Lnc:rP$e
the pClSSibiliry of~Iiou, seq~11C tnd mend the time nc:cr1ed fOf "OSI tne.dic.a1 obSCI'V:llion.

OUt' 10 the lllU'lt volwne ofdLJtrib\llion or olQl'lZApinc: I1Id f1uo.xC1.int, Corecd dlurcsi•• di.llysl.J, hcmopul\lslon, and nchange
transfusion~ unlikel, (0 be ofben.eftt No spetifie Il\ti.dolc fev eilMr nuoXtline Of otanupine ove,das.c i~ lnown. HypOlension Ind
circulatory coll.~c 1bould be trqlcd wilh 'ppToprillc meeuns sueb ZI inlT"fCI\Oul fhlids llId/or sympIUlomimetio Itc:1\U. Do 001
use epine:phrlM. doplmin~. or olw symplthOMirnztics with P-Igcmbt activity. since bra slimulalion ml)' WOfJcn hypolension in ttlc
,mina ofolanz:apiae-indlKed alpha blocudc.

The ph,sioiM should coruider conU~lng J polsan cOhtnll ccnl.cT l'or adl1ilion41 inform'lion Oh tht trutrl1ct1l or Iny overdose.
Teltphont numbers far certified poisan tonbol tcnlc:rt arc listed in the. P1r)iJle;Qf\l' QuI; R4crr".r (PDll)_

11 DE'CIUPTION

SYMBY,.;x- (olanupillc II'ld Ruou1ine: Hei aaps\lIts.) eomblDes 2 psytbotTopio .genu, olMJaPlno (1M "Ii\-c inllcdicot in
Zypm:,·, ud Zypreu Zyd15" Jrtd fll"lO-.etinll h,.4rod\lorldc (ti1o &::aive inpcdlcnl in f'roUI;-, Pro~ Wc:c\:l)'l1ot, and Smem-:t.

Olw.ll>ine btlo.!:, 10 lIIt rhi.nobwodi""Jlinc CWI. Tho chemical 4esign,ijon i'l·m"hyl·4-{4-IlI01hyl·1 -plpttUlnylJ­
IOH·~itnol2..3·6) {l.S']bmJOdlaz,pll'lC, The moltcUlar fonnul. il CnHnNtS. which c:orrcsportds co, molecular weill'll of J J2.44.

Fluoxetine hyc1rochloride ts J 5tl~ive ~rolonjn reupw:e Inblbir.or (SSR1). The chemiCiI dttlanltion jJ (:i-)-No mcthyl-J­
phc;nyl- )·Ua...a.,c;NrifitlORl·p"tolyl)oq)prop,larnlne hydrochloride. Tke rnofewl&r ronnub is CnHI,1',No-Hel, which cOr'f"lll'pond~ to
a molecvlRr Wdl;.hl of !4S 19.

The ~ie&l sO'\Ict\lres G/'C:

OPR-06-20B? J5'28
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22 Uch c>p5ole olIO COOWlI1 ""'Ee\lIioi~ IWtb, ~\lIin. dillllAAilllM, Ulln!um 4iQ~d~1 l'I«i'llll \OIIrjllyl(ale, Wi~c blIAt

inll, rall,on o.~ y,Uow lion o.id',llI4Io, blldr. illln oxille. '

~rplJoa atld BJo...i1abiIH,.

SYMlYAX - Following I ,in(:ID oPJllI2-m&!So-Jn8 dOlt orSYMBYAXt peak plAwt~ CO'nvtfttrations ofolanupinc and
nuon:tine oc::cur II IpptClinwtJ)' 4 And 6 trom, uapG~I ...cJy. The etfcaofrood on Uw; absorption &nd blo.~ilily orSYMBYAX
hIS.hOC been eVilll.l.ted. The bialvall~lIh)' O( ollJ'lQpiI)C liven as: Zypru, IlId \I'Ic biolvlilability of IlU<lxetino tivc.n U PtODl: wen
001 .rrwed by rood. h Is unlikely UlIL there would be a ,Is"illcant (ood ctrtae:l on !he biO.llvaHabilily orS'rM8VAX.

OlaDUplD' - OJUlupinc i1 .....ell.b$OrbeCl And TQth" peak ~OC(ntrlljon approximlltly 6 hcun foUowina In orll dosc.
Foed docs not ,ffct1 the "'1: or r..mnc of ollnZlpiDC 3bsorpl/on \oIjIhm olllIZIpine is given as Zyprcu. 11 i.s eliminated tJ:tcnsivcly b,.
finl p~' mttlbOlI~m,wi~ 'J)prvlliml!l:ly 401)'0 of thi: dose: mttabollz.td before rcachint: the: ~5tMnI, ,1~ul.1ion.

Auo..,rae - Followin& I sihtlc or~1 4Q.rna doIC, pc. plasma .c;oncentnlioM offluo.l,101lnc: from 15 (,Q SS n~mL Ill:
ob~~(d aftl:r 6 ~o 8 bours. Food does nor appw 10 afTcellhc SYSkrtllC bi06vaH6bility of f1UDxc.tir\t «i"en &5·Prouc. alU'ICNlh ir may
dal'1ltJ &bfOrpllOIJ b)' I 102 hours. which I, probihl)' nOI eU"ftilly lignifiant.

Di.stributiov

. . SYM~y~ - Ttto hI vitro blndinc 'Q t1tanla,n plume proteins oftho CIWolpifleln~xcliQeClClmblntLIoA Is slnlllir 10 the
bmdUli oftbc .nd.V'ldu,1 compontnlJ.

Ol.~pille - Olanupme Is C1ll:lenslvely dist11bule~ thrwgh0\4 Ulc ln~dy, loIiLh • voll.lme ordinrib\lliOft of.pprolrimt&cl
1000 L. II ~ 9)~o bawd 10 plasma proltlnJ over tI'Ie coN:cntrraio.n l"In&C or71O 1100 n-t-{. bind:". primlt·lv I .'b . • 7 I
Slyc:oprottm. ~"" "'0 " lila> UlftlnU\lQ.·1C4

Fluofttinc - OvC1' the "llon~on rUlie fiGR'l200 to 1000 ../ml .
tNmiln Irnltn Pl"Ofdtls.llltlud1flt .'humin and a Jy • . n6". • appro-,u'naJ.aly ~.S·!i ofnUOll~e is bound in vitro to
dnJp tw.s 1101 be.en rully tv-'''''.' { D I 1"& ~oleln. Tho 1~0Jl between n"Ollidme ~d olbu hlplJ prutci".bolU'ott

..-- ,.. l'1IK "',rQ~'''lfIJ (l,AP)).
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11 CLINICAL PILUtMACOLOGY

11..1 Mmillilm "r A.ctlon
Ahllou&,h the c:nd mt(hanirm otSYM8YAX i, unknCJ\.¥l\.lt hU t1CC1l proposed thai~ ~ivltion of) monownlnerlic

neural S)'~lems (saolOftin. oorepinepl'lrine, and dopamine) iJ rupMSible fat iu enhanced UUidcplliSlI'L1 atrecl. This ie 1uppcn.d by
ani~ st'Udiu iD which tho o~jncm\lOl(llIlino combinolion hu been shown lD produce s)'n~Uic ine:ttaStS in Mrqsinq;lmnc ud
dopamIne re/cue in the prtt'ianul C'OI'IU camp"I!O W1lh eifhtr compcn!lfIt &Jone, as well u inCI"'QH" in ~tCloniD.

11.1. rhmlcodyntcniu
Obnzapint is' p~thotrDplc:1gent with b.lih affinity blndlng 10 U1c: foliowloG ~teprof'; Klotonin jEiT~t' (K.-4 and

11 nM, respectivel)'), dopt,"nine 0 1.. (K,"'11 10 ) I nM), mustUinh: M,oI <K..u:l.9 to 2J AM). h'~inl; HI {K'l""7 nMl, &lid ""cnclsie
QI r=p1O" (1(,-19 nM). OIWJpine binds we"ly'. GAM.. aZD, Illd p-adt""aJo mepl." (I(~IO ~M), Fluomin. i, ...
iI'Ihibitor orthc IC'010n1n trarllporter Ind is I wuk inhibi"" of the norepinephrine: and dopamine hnspclr'kr,.

Antli80nism at 1't'CCpton: other Olan aopwnine Jlld sHT1willi simUu receplor affinitia m¥Y up:lail'l .ome ofthc O'lhu
thenpcilhC II)d side effects ofolUlApinc. Olanupil'le's anwloni$m ormustlrinili< M,., Icccpton nQ)' exp~in ilJ IlulohollMr;ic
eR'ttn. The antagonism ofhinaminc: Hr reeepton; by olan.upmc may explain the JOl'n"olc;nce observed with Ihi. (1'''8. The
&ntlsoni,m ofo,l·'dienerslt ",tepttm by olan:apioc may explain the olVloAilic ltypal.nsion ob$llrved w;lb ItltS dNJ. fluoxclinc bas
J"tlalively 1o",," amniI)' for rnusc:a.dnic:. o.-ad.,,'Ctlueic. end hiswninlll HI recc:plOn.
11.] narmlC'Ok,tadil:3

SYM8YAX - FhJoXttlnt (~iniJltrtc:l a', 6Domg singJe don Qr 60 m: daily for 8 days) t:aJ.5Cd ••m.n increase in the
mean fl'I~imum ccncenU'alon ofolZTL:ZJ.PiD' (I 6""') (ollowlnc ~ S-ma dose, 111 ;~rnJC In the mun VC3I undcr tht: C\U'\lC (17%) ~d ..
small deQUic In mun 19p1lmt c:1~ orobnL&pln.e(16'''). In lInothQ $lUdy, a slmllu d«leue In IIP$Ilrenl ~tCllantc or
olan.u.pil'lC Df 14% was observed foHowing olJllupinc: do5Cs ar6 or 12 mg '¥iln c:oncomiwu fluoxctinc doses of'25 rng or more. The
decrease in t1caranc.c anc:e:u ill In,rwe in bioavailabllily. The krminlll half·life 13 nol affc~c1. Illd thtrerOra the lime 10 leal:h
steady sale shololld 1'101 be altered. The: ovqall sltllly·nl1c plumll conccntntions ofobm:apinc Qhd tlUOlt'rine when siven as II'tIl:
combinaliofl in rht thtral1tuOt dose RIlles ,""ut tompvlble \lfi1tl1ho't IYPln,lly aWned with each or the mop(nhmplu. Ttlc ImaJI
thUlge in olanzapinc: c1er.r.ancc:. obJCrvcd in both ,ruditl, liluly raflcclS the inhibition ofa minor megbolic palh..nt for olanupine .i~

CYP2D6 by flUoMctint. :& polcnt CYP2D6 inhibitor, and 'WIJ, nol deemed tUnicin)' si!nifica.nL Thacrore., lhe phannKOkinctlg: of the
indiYichuil ~mpOnetU5 ia expecled (0 reason'bly chanclerln the o...craJl pbarm.,oktnetic:s o(l11e ,ombination.

• ~ •• _ ~U'-'
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Mdlbo\i>alaod EIiIIll..lIo1l .' " • .
SYMII'V AX _ SYMl!'I "X IlItr'Pl' yitltle4 OIr:1l1y.,we tllIIttrll"lIOn,.f 1IOlII...t<1JI. ~Iml'" 16 malt It... willi

n...lli.. in<k~' d... ""'•.
O.haptar - OlitnUPino~s linw phumaeoktnetics C1vwr lh~ olinical dosinG fWtse. III half·life mps 60rn 2110

541\0"" (Sib to 9Su- pa ,allil£:: meu 0(30 hr), ud IpplJtnl plurna duranCe JlAl,CS !Tom 12 to 47lJbt (5th 10 950. ""~:C'i1ti1Ci
m~ons 1JhJ). AdrnilJ\nrulon atollnZlpinc OrKC dall1lcac1s CO SlCldy-mt~ coDCOntrallOAS in ,bout I week &1111 art IlppicWDtalCIy

twie.e the C01\CCl1trahOIU 1fta' slnlle dflcs. PIUIf\.a eonc,nhl1ona.lWr·lifc,ll'Id ,Iaranat ofolDnbpin. "'.1 'V1I'f bcrwClOn
indiviett...Als on the buis ofsmokinC .stanIS, gender. &I'd 'ac (SR DOJQgt ~1fdAd1ffiJtil1,aJlGlI (2. J) Qlfd CII/f;N' Plttv",at:ology (J Z. 4)J.

Following I sinaJe onJ do.se. orl'C~I.bc.lell ollftllpme. 7% of dole dose ofol~iftc wu rctQvmd In \hc "rin•• undwllcel
dNg.. iIldialinB Ihlt olanupioe is hipl)' walited. Appro.1Iimmly SrA IIld JO~ orabe dose 'Y&S recovered In [he \lt1"~ and (oc:es.
respr:ai\lcly, In the p'utnI, ollllupinc a~'1"'ted (OJ Oilly 1:1:% o( dte AVe (or loraJ .ldioltUvity, Indiminl significanl upowre 10
mer.abolitcJ. Aftn multiplo dosltlc. Itt, m.jOf eiraulllihC mllt1bolild WCTD the IG-N-o,lucutQnidD, prcstrrl al l~ad1 S1In; I' 44% of the
canCCl:ltlation ofo\anupim; 1In~ 4'·N-<SumtU'lyl olanupln., picsal1l11 Ready 5tNe a' ) lY. orthc: contef'tntion orolanupiM. Boch
tMt&bolitt.1I..o: llharmloCiOlopl:lJ IctivJty It l1'Ie ~O'IIioru obsen'rd.

Oi~ct &lucwonidaeicm and CYPUG-mtdiliid Cli4ILI0ll U't the primary mCOll:olic p.11h",ays for ol&nz4pinc. In ...itro srwriQ
5ll8ICst that CYP IAI. CYPlD6, III1d the: flnin-coatainins monooxysen:w 'YstI:m lie lmrolved in olanzlpine oxi4*C1n.
CYP2~mcdi.tcd o~i4alion ~rs (0 bl: a minor IM\Ilbolie pllbwll)' in vivo, brtause lite clearance orolRn&lf'inc ls nol n:4Ut:ed in
subjec:ts who IUC dofioient in this mcyme,

· f'lt.loJdlnc - fhloltttine is • rat,mio m~llUt (SOISO) ofR.nloloxetino v.d $-flvO.1dil\: CfIllJlllnnnl.ln anlmll mQdcl., bath
el\lMlomCll aft sp~fic.1rn4 polent nrotOtlin UP~C1 inhlbltorJ witll t:SSllntlally cqwvlJCIII'I pltNmKologio lC:1ivily. "..., S-nUOletinc:
enanliomct i, I:limi1'l81ed more ,towl)' and is the prt.dominMl en.&nllomu plnenl in plum.:at study 51&11:.

fluoxet!flC' is c~tcnsi\ltly mNboliJed in the liver 10 iu only identified octive mUJbolitt, ngrfluolcrlne, via P.I'te. CYP2D6
ptthw,y. AJJum~ Drunidcntir~ rnNholila aist.

In animal molicts. .s-norfluoat1ine is "potts'lt IfId "Icdive inhibitor ofKtOlonin u.pwc ~d hIlS ac;.uviry =umially
equi-altnl to R· 04" s·nuox~"e. R·norfluaJltlino I' SSgnil'inntJlless poton.! than the P.,UlI d.rug in the Jnhibilion ofstn)lDnin uptake.
TllJJ prifnlr)' roule of dirnination ;ppan \D b; f'1C:pltic D'let.lbolism to i.n~vemdibolitC"l e.lcratd by Ihe kidney.

CU.uln\ 11.1.,,, RtIIt,d 10 M'ttabolilltl aad Ehmlo.lioa
~ complelrlry o(lhl: mcbbolLsm otnuoxd1nc haJ .KVtf.1 con5oCCl.ucnCd lhaJ m.y palcnliaUy .rrtct the cliniw usc of

SYMBYAX.
· Varigbilily In I'f'IrdoliJln - A RtMl (aboul 7~) of 010 population hu redUttd &cliviI)' of t,br dN8 meu.bo!itirlt CU)n»c

CYPZ06. Such indlvKtualJ 11'0 rermcd ~ u -poortn,t.bol~" ofdrup s\!oCb u debrisoqvin. datJomtlhorph~. iII1d lbc ~Kyc1ic

·a.ntidepres:smts (TCIU).ln liNd)' involvinslab61ect WI unlAbeld cmntiomers Idlninistmd IS. rucrn_, these \a~iduaJs

mt'tIboliud s·nu.o~~t II • slower rJte IlJd thus aclIlcvcd hiEber comxnlratlons ofS-Ouou'linc;. Conlcq'lla'lI1y, con~"'ions or
S·norllUO:lldine ~I mad)' SWe were lower. The mor.abol/.Sm of R~nuolClltilJoin these poor mct.&bolitr;ta 'WCIlJ nOnnll. When
C(lrnpilld with namuJ metaboJizers, the totalsWfl 11 sleldy stile oflhe plum,g ((lnee"tral!o", or~ 4 cl\&nuomcn \¥IS I'tot
significantl)' ge3ll:r among poor meUbo!1urs, Thus, tho" net phil11'll&cor;tynamic: attlvitles wen encnliaJly the same. Allernlll'VC
nonAt\lfibll: pllhWl)'t (nan.CYP206) also cOf\tribult (0 the metabolism of f1uo.Cline. Thls cxtJlJins how OuoletJne KhleYes J
rfClld,·nlte eonccl\tnJiOfl mha UlAn inare&lilll \ltilJ'toulllmil.

· B~US"e the rneli~ollsm of nvontine, like thll ofAnumber DrO1hc:T QlmpaiUlds inc:1udiOt; TeA,.,d Olhe, selective
serolonm UlfideprtsslhU. uwolves the crno6 SYSl'm. canc:omitlnl thnapy wiTh dNI5 also melilboliud by lhl.t enzyme sySlaTl
(5\1c>l IS che Te...') l!'6y Iud 10 4"'1 itltttlaion.s {$Ct DrY' 1",rracriofU (7.19 oftd 7.'J)J.

A~''''J$I/Q'iott lJ"d J/ow .lJ",t"arion - The rclillvely slo\f eliminuion OfnlJOl;ctjne (,fiminilion h&f(·liF,: Dr 110) dDy, aftu
a.c\llt 16mln.l~r&Jlont.nd 4 10 ~ l1tya.~e:t ~Ofllc adminls.tratIOfl) ~d ill lC1lvc mc:t&bolile:, nornulnIttinr (ltlimination hllf.Ure of41o
16 ~ys afttr X\lTe A1\d d'lronl' admUllUJlIJOn), rcads 10 slgnlfic:&m 8ccumuIlllign Dr chesc: ittiVO sp~,11:4 in tNonlc: Q,Je ItId dehlyed
~tWnl1lmt of\1udy sllle, COl'" whm I fill:~d 40Slll is ustd. Aft~r )D d.)'. of dosin~ I' 40 m&/d.Jy pla5ma c;on,enlrlliOM 01 tlUtTuUn

~:~:=:~~:~I;~ro;:,v:Ro.n~~r:o~tt~l! ~~ ranlc ~r7210 251 nsfmL hlvI bun Ob'ftNtd. Plasma COft"OllaUons of e
. ..._lC IIJ Sutt\ 'MoI\I3e Il\Ic1~ bu,usc lhe rrteQboll5R'l of Ouoletinc is 1101 proponionaJ to d

::~;~d:~~u::r~~ :~::~;:.~n;::'.h:':':Cp·roklln.e1~. ~ts ~Wl1e~~IIJ hlJf-life afterasirtgJe40K~ 1.6 dlYs IItdo::tu
. . -, ~. ng~ r;tgSlnB oue Slm, If to levels ~en at 4 to Swcd::~. .

Tho lime elnnln&QCln h.lr~lIvt.StlrfluC71:e'iI'U~·lnd t1\ ti lh
SUb5~ \loOlII pe"iS1 in 1M bQdy rot we-Ita rlmllril no tloJ(e ~e ~~ a~ even wh4ll do'inB it SlOl'PCCS, I~ivc ~S
Imp of p,eviCM.l31hcnP1 at di5COilbnul'tio ~This •1 ~l1pt"JI~~ On In6,vlCSual palltnl c:bll"lcrerilde5, pt't1tkn'!s dcasinl rqimen" and

lit plCK7ibcd \h.l rniem inttraet with nllOl:tine an::o~::etJ"::;':'':I~~~~C:~~~=~~~:cI~':~ircd orwha dftllS
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(i_k _ BII<d on 01, iJldM411l1 olWmacoum:lic glQli!Cl of olWIDino IJl4 lluoltli... 11t1 oIwmletlkinllle, or
S'fIl4BYAX may be 1I1"'" in Icriltri< pU;co\s' CiIIlion "'.uld b' wed I. d",i.C"" .Idtrly. f$IlCCilUy Irlll... II< 01"" DelOiS IIlII
m\pt addit(ydy influeoc:e drug metlholism udIorph~cKDdlivily.

In I JQldy involvhtJ 2A bcdby subjceu. tbt mQll climln.ll(on halt-lire ofolMZlpina \lias .boeR J.5 UmeI pnIa' i.elderly
,ub).", (>6S yellS of .gc) llIen in "",,-c1d0l1l' ..bj_ (S6S yws of OC,),

The di,pcnitiollof,Inll' 4.... of n........ in hcalIhy clderly "'bj=s (>65 y••' or 180) did no! 4i1T.. IiIlliOoudy Iiom
Ihat in )'~ser nonn" subtett,. How",CT, 8i'Yf.n &lie lana hllt·tife and lIonfinur dispclsitlon oflhe dfUJ. uinSft-dosc study i:I,..
adequatc 10 nile QUI the possibility oraltered pbmn.a:kinc:bcs in the: Gldul)'. pll1icullrly Iftht;)' hwc: J1S1Cmtc illDcss Dr arc JKaMnl
n'l\It\ipl~ d1\lt' ror ",nc:omitanr di5RJ~. Tho dr;~lI ofqc upon the meIAbotisrn ofDuo.cline hln been lnvCS1l;1lcd In 260 eJdal,
but othuwis.e healthy dcprc'Std pt1ic.ou (~60 yevs of 'Sc) who rcceind 20 mg nUOXdiuc for 6 wnQ. CDlJlbintcl nUDallioc pies
norfluo-ctil'K pllUmo COntd'lttariliWU we::re 209.3 ~ IS.7 ftl¥rn!, 11 d\o errd or, weekL No UtlUJUIJ ~P-&'50cJated PJfttrR Dhdvene
eVetm wu obxrvcd in those cllktly puitnu.

Renll rmp.alrmnt _ The ph&Im~kintu,s orSYMBYAX bllS DOl been Il\lcSfad in JlaUcrus withr~ ;mp~i'rIlKIIt.

However, ollhlJpine and f1uoxaine individual phum&r.olcinrtics do nol differ .sjcnifr~lIy ill pllltnlS wItt. renal impU'nncPI.
SYMaVAX dositlt adJustmenr blKd uPon renl impaJnno!d iI nOl rNtinel) raquircd.

Because ollNlpinc i, highl)' mwbolited befOft c.xcrcllon and only 7~ orIN: dNa ia U:crd&4 undlll1led. Rnal dysfunction
.tone d unlikery to h&\f2"' m,jor impKl on tho phann.-okineliC$ orolvn:apinc. Thc phill1!L1c.okincll' charlC1eristic:Jj af oJIftUpine
~crc ~imjlu in palienu \a'ith ,cvac ~tl implinn~1EWd normal sllbjC'l:~ indleftQI thill clM.age.ldjustmel1l bucd upOn dae depu or
tenal imp1Jnner.l is not reqi:\red. In addilion. olll'upiIU: is not mno'lltd by dialysis. The effECI or re.nallmpairmrnl on oltttza,pUw: ..
mClAbQlile c.Iimirulion hu not bc:CImadiod.

In del"'esscd patiCllU on dlaJy.sls (ND 12). nuoxeti1lo .I4nIlnlJterod as 20 me once cs.ily for .z monlha pt'odUCCO SLeldy·W,tCl
nUOlletlne 1J'l" nor1TuoIC'lint; plum; concerralllon5 ~mpil.ble wi\h those seen ill pl(ienlS with nOrIMl ronal futtgion. While th..
posslbiliry exbts thai n;.tUIlly oIcretcd mC'\abolilta or fluo.etinc m'Y Kcwnurare 10 hichU levels In Pl1iclUS with iCftI'C rCNIl
dy,fi.1m1ion, use or. lown' Of less ,",quenl ckLst is nO( roijtinclly n,cIJSUtY in R"IUy implln:d }uticnb,

HfPllk Imp,irmcal- Based on the individual pbwlwl(jnelle profileto!oJltlupine and nlUl.etInc,lllc
pJ'Iltm~c:ok1n.tllc, ofSYMBYAX tnbY be .ller1:d in p,timllW'i1h hcpallc: implinnmt. The lowest sbltiDg dose shwld bCl ,ofQidc,cd
(01' pallents with hc;pllie implirmm fl~1 WrzrninlJ I1rJ P'ICau/IDnl (S, 19) VtJd .ooSP8~ andAd",fIfUWDtJO" (1.3)}.

Allhollgh the prcsen~ ofhePllic Impa.irmcnl may be C.Mptcted to ledU~ the clcanJlca ofoll.llZlpine. a 5't&tdy aflhc ctrct1 of
imparted liver NDClion in wbjecll {N-6) with t1inic:a1ly ligniflClllt clnhosu (Cf\lIds·Pu~ CI;u,i(ltlJlon A GIld B) n:veaJt:d 1l~le

ctrm Ol'llht; pllermac:okint:lic.s ofollNlplne. .

. .AI miSh! b, p'odlC1~ fiorn it. primuy site ofi'T1N'ooli.un.1ivu im~rmrnl oan affCcl the eUmlnlfion of Duo.nine. thill
d!mln8uon hal(~hrc ornuo"e.1I1lf: \II1j pTolonctd in I mdy of t:hThol'ic ..··:tnb with I mean 0/7 6 d _•.-t;n, ... •
210) d . b' . h . • ...- • • II)'S tiOm........ WUIf 'lft "",e 01
. . 51'~ In su ~ec.t:s W~I exat hver dESCaSe: notnUOl'llJtin~ elimination was .1:0 delayed, \Mil" I mean dU~lion or 12 d.a Ii

crtrilotll: plucnu ,ompJtcd wllh ""I: fIIlSC of7 to 9 dJYJII iTt nonnaJ subjet\S. )'S or
Grndrr_ CIQTJ.ntc o(olanUpino illppro.ci-........ 30~I· ,c __ 1d'", bot "-, '" O\II'Cf In 'WO'IftCO \R&Q n men, ne/t wue hOWC'VCl no appallSl!

I trenctS tween m~ and ....omen in r:ff':CljyrnW or adverse eff~. DOABII modifit:ltloft& twcd on gend'u should '"Ol be Deeded

modlrlC~:~:I~:-:~i:t~~';~~~ clw1.n,r is abol,\14O% hi&htt In JmokCQ lhan in norumokcrs. aJchouth dO$lSC: .
Race - No SYMBYAX phermuokinctic ewdy was ~ d ld· .

c:rou..s.'\Ioy ,ompllis.on bcrween 11aLl obtaJned In Japlll DlUf dm nb: cd"! l~cstl£.lIC 1110 offeeu orncc. RtiUlU rrom 1ft OllnupilM:
2:foJd grc..ier at the. Jtpanese when equi~enl dosa 1I7e' Idthinllt~nO an I ~ US ~u~n thlt exposurC' to oIlI'lZIpifte lDay be ,boul
did nat sunll'St cJinic.llly 'lgnjliWtc l1/trtrtn«.J C . . liltzapule elrl'uCII .swdy wery and effi~ data, howCftt
inc;!vdi l1!l, "silltt QIId HispanLc p.a!itnlJ OOJ~ ::~;." .liJCAS( \.lI'1 patu:nu. p3J'imu of AfriQIIJ de.seent, and I )rd pooled t;ldqor, ,

C .,1, 4 E" . • Ivsl,onS or 'ICe. thcrtfbr., lie nOl rolltin:fy ~uifcd
. 0 Ult ufttJ - The combined ttretts of. srnoktn aDd nd .

dltrrrcneCi in populations. The clwlIttt ofolUiu i ei' g.. Bt CT CC1Ild lead 10 ~ybnlllUai ph.lrm~kinctic:
tlderl)' nONmotinB t'tmalcs. SYMBYAX "'A,I P ',.fin 1.

QJOI smoklna mlttl, for euz'IIple. may be) umtS "!&her d'J1lI Cbalin
_ . ON "8 mo I U:I[lon 1TI'Y be~P'" J •

m., rcwl! In ,low" ntctabalism o(the ol~~11 -, "~lulSwho nJsibill eornbinalion gff'Jrlors th'l
CI:omponcnl fur DOS4lt and Ad"'/1flnI'GII"" (2.')].

.3 NONCLlI'IICAL TOIUCOLOGY
13.1 c.~iuD'~ '-M.. .. G.., tlrtDt2b, llDpalJ'lllca. or ForriUr,o

N? QlcrnoSC'ucuy. mut&&C'l\icity. or fU1i1ity Jb.ldia were •
ft\JdlU p::I(o",lOd widllht iJUljyj(u.al COttlponmb. COncluD'lld ~ith SYMBY"X. The rollowfnldlll ft bsc:d on fiDdiDp in

--~.- -- ---

•
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I Y obonln L· .

Regulatory Communical' Imine Regarding Recenl
Case No. 3AN~:_~~~~~elopmenls

.- .' - -

c.ra.oenntJ
otuupr.c _ Ofll CIl'Cioo8O'iQIY 5Uodla w", cond\leu:d in mi~ II'd rlU. OLlnuPiM W&J ldIainisWcd 10 mice i"

tw.1~dc S'lIdies II doses .r" 10,Illd 30120 oWkr/d,y ("'.i....01 to 0,11. ~ riro~ Ih< mazi..... r«omm..~ ....... dolly
dOJC (MRND) on' rns/m' basts] ",d0.'25. 2"lnd I ra~da)' tecPvalcnllO 0.06 10 2 ,hnn the MKHO on amrJm basis). JtIIS,.,cre
dose4 for Zyca" "doses .rO,2~, \, 2~, and' m&'!<&'day (aula) and O,2S. 1,4, ..d5 roC'l<ll'dl)' cremal..)(equl..,••tlDo.J 10 2
and 0.110"t~ the MRHD on a mrJrn' basil, JcsPt"Mly). llIc lnddeaee or li~CI' htma:nliomu And hanIn~ioAlc:Dnw.as
sipificanllY in~rnscd in one mo'l.t~ IP1ldY Ul rarWa do:licd a\' rar&'cSl)' (21imcs the MR.HD 00' ml/m' bub), 1'IlcIC lumOR
...c:rc nor inertUcd in Inovm ""Me JQI4y in fm:alhllltond aI 10 Of )0(20 uawtatday fllo $ rimes the MIUtD on a mr/ml basi')i in
this study. 'lbl:rll \NIlS I high inddcncc orQl'ty rnonalhles In m.lc£ or (h~ 30/20 mWl&ldl>' sr0U}7, The i~dl:ft" ofmammIIY B'and
.4nomas atId l4encear;lnonw was signifiwtly inl:~and in female: raic.od~ II~1 m&'kJ'dl" &lid in rmWc nb dQ)td.,
24 mcAcgda) (0.) It'd "2 omes \be MRHD on a maim' basi,. mpcct~cly~ Antipsychotic d""1 hive been shown 10 chronically
elevate pl'o~etin Itvt:ls in rocknts. SoNat prolKlinleYCls were nOi meaured dUlin& tM olan,.p1ne t:lI"tinoscniei1l swdics; however.
l7\et5lllt:men15 durin~ wbc.htonlc ttWtiry ttUdies 3hr:w~ thl1 C1llAUtriDt elevaled ,erum pftl'lcthf levels lip to 4.-(old ill nU'" UIC
S&tI'It do"' u.ted in the welno&tNgry J1IUfy. Al'l incruse in mamtnll)' Qllhd ntOpI~m, hIS bUn found in rodents after da'onlo
tdminisuaJion ofotha wipsychotio dNgS anI! Is co,,,i4CTc4 to be prolac1in-mccliJUd. Tile: relev;antt l'bt hwun risk C1rtbc findin. or
p.olle:tin--medialtd cndoc:rine Nmol'S In rodUtTl is UJ'luown (s(Jc WGntl"B "lid Prrcaurioru (S,1Q)],

Fl.O'Ictint _ Thc diet.vY adminulJation of nUDAtll,.t U) reu anI! mice ror two yean It do.s~ of up to 10 and 12 rna/k&'day,
mpecti....ely (.p~lIOIU'naJely 1.2 and 0.7 lime'. fespCC:livcly, the MRHO on, ~m: twis). pl'OChll;Cd no evidence ofClll:inogeni,ity.

f\....Uetnuh
Ollna.pinc: _ No evideac:e ofmutDScnic pOloCntil1 (,U oIurapinc was fOWid jp the Amc:s reverse mloltMion Ic" in ..iVo, .

mloranuelNs tcst in rni~.lllc d\Jora~otn1l JbmaJi01'1 test in ChiDCSC hP1lUltI ovary eells. unsc:hetfukd DNA synlhesis tell in far
htpdOC)'lfJ. indUC1ioft or foN/lUd mU1I1ion tost in mou.sc lymphoml ulls. 01 in vi..-o SislU c:hrorrlliid e&ChllllC: lUl In bone mllToW of

Chinoe N.mste~.

fluoutiae _ ftuoxetinc ;wi nClfllJOxnim: hive been shown to hlve no emoto~ic dTeclS based on the: foliowinglSSlYs:
tlacleJ~.1 m~Dlion IWI" DNA rcptiJ JSl"~ in oulfWtd f.a.t hepllo'O'l:)'1c,. tnQUSt: lymph0011 1.)11)\ Il'Id in vivo Sillct du.ornatiCl eulange
assay In Chlncse hamsta bone 'l\iUTOW (;eUs,

'mp.lnartal·of Fcrttllty
SYMBY~ _ Fmilily studiu \WCTC not conducted wllh SYMBY I\X. HOWC\Ier. In .. r~ltodoso fll 10J:it.Otor;' study of

\hrco mo. dwauoD, o~ wEight~u d~ORuod in (email! trcattd wktllhe low·dose I2 tNt 4 mrJkljfhy (I '111fO~ urnuthe
MRH~ ~ ,m~m' basi,), ...pccINdy]and higll-do<, [4 aod I mBll<iYday (Z iIIId 1 lial<$ the MRHD DO' mr/m' bolls) •.."..'irdy]
comb"'''hOnJ ofol~lne a.nd nUOXtllne.. Docre.aJtG ovU)' w"i,ghlt aDd torpor" Jllltil dcplclian AIId ulcrinc atrophy ..:rc observed
~O. r1t:r~xlenr In Ibe females reed...1nl U'lc hi~o't tombinelion than III fcmalu rtGC!wmr; either DI~incor GvoxCiinc alone
n a -rnon ~~-doIe do£ lo:r.lcolo&)' StUdy, reduc;ed epididyRUlI sperm and rcd~d les . , ,

with th~ high-dOlt ~ombinati~ ofolanupincand nuoxttino (5 atld' Sm&hrlday (9 and 2 ~:~Dl:=u:,.-:::~u ~:~)bsClVcd
respect"ull,J and ~'1h otanZlPln~ ~Ionc (5 mf/kalday or 9lirnes lhe MRHD on a m"m' baJ,is). Iif m •

OhQUplDe -In a ferutlty' and ~product.iYC ptrrormance stud in n. t .
impaired.1 tl OOlt of22.4 mg.t1c:r/day iUJd rnnate ftniliry was dme1Jed ~I ti, rna c mlUD& &:ItrfOI1ll&.neCt b~ nO\ fertility. 'lJi"aJ

m&fm) blSil. respec:tjYel,y). OIs.cominuUl" ofolanmpiDc lrealmenl ~:c ~J m&'k"d1)' (II. and 1.5 times the MRHD on I
the precoiw period wu inC'lustd and dl~ mo,int ihdex. rtduce ~vc.n t etlS on mJle-mau", pu'fonnUlte. In (mglc rlu,
...., prO~OflBtdand tstI"QI,Q wu d"llltyod If t.1 m8lkg/dq (0' ~d~SI:~ci(2.S rime, ,l>ie MRHD on a maim' basis), Dintroul.
D deity ID ovul~iQn. ' on I rn.&'m Wi.); lhtJ'erarc, olanupinc mil)' produce

. Fllloletiu- Two fcC'lUiry studies'OndIlC:le4 in adult r.1S lidocr·
~s ~IJllTIc.s ttle MFU10 on • mr)m: bub} inditll!od Inl1 fluo'(ctine hod flO ~:~ IJp:C7

.
S

Ind I~.5 "'&'ktIClI)' (approxtlnlltJ)' 0.9 Uld
1.... ~/, ' oc 11 on fln1llny fs~c Un in Spte'fte Popll/PIION

25
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Exhibit A. Page 31 of 36
SOA Response to Lilly Motion in Limine Regarding Recent

Regulatory Communications and Developments
Case No. 3AN·O&.5630 CI

14.1 TrtIlUDUlt pnitant DtprfUlOD:

JWc bvlt J'ev~!o.,.mr.lIrcriontl) ml)" IccDntltly rltn.~ titlt dm 'IU!1Jsr punl effielCt·l
The ~m~)' ofSYMBYAX in D"catmenl resisQnt 4oprtWon WiUdc:mo~with dIla from ~J.c1inic:iII studi~jr"SNl

tT.'II'o ll. Dos.c:s cvalual:c.d in thac itl.Idics ransed Wm '~1D..mc (or olll'\upw: and a.szg~mg for nuoltcriae.
+we; id,du'l)''''~ 1M 8·~etk·nndomlU'd,dottble·blind controlled srud,Y,' "1'.' C:Qndu~ 10

evalulle the offic.ey ofSYMBYAX In paucnlS {II" 3001who met OSM-JV crherta Corm.jar depmstve dbordcr litIS did noI mpand
10 2 anlidt:p~WKS ofldequ.N dose and dUr1110n In Ull:i, CUIl'Cl'lI tpjsc~. p,tiQ\U wt.Io were ftOl respondiog UJ An

IIllidepesssnt il'l their ~rn.nl episDde CfItCled an j.wttk otJtft91.bel fluolCtdinc )c;,ad·irIi non,rcsponder' were: nndomiz.cd (I: l: I) 10
reulve SYMBYAX. olanuplhe. or flUOlctilW, And were treelod lOr 8 wt'du. SYMBYAX WDS fkxibly dosed bctwltr'i 61S0 mg.
12150 mg. ""d 18150 mg. Rewlb In>m~t I) .f~,... aAlJ4loslllil 51udv y'e1dO<l nlllsd..lIy ,lenin..., " ...or
~duttlon 'JI<1J.QQ~l in mun lot&l MAORS S~ret frDln 'tascllne to elldpoln.c far SYMBYAX I 14.') yema: nUOJldine~d
ol~zapil'lC~, A scc:.onllJludx lWi1111}1C Sjlmt: 1re.almenNeJiJWl\pDtlmu!.OPvbl.~;D p~IIYUd 'lith ,haSt in 'MAQ!!S
y th~ prj!JWy 9l,!lf90\C. ml,;'lurC', dC!D9!Ut!iIC~II.,qli£i!Ur i1r:nl.fjqn'IY greater !eductlon In ~ORS scores far SYMJ!YaX vmm
nuoxcli'lt In.!! oI3i1npinlj, A .!I;l'ieI4lUY~~.S_'aI~ dD'ii>M ,,"'jIS1S4~ 2, J, M~ 4) era 13 UlMlIs4v,Mi'f1 tlF2i:
~~ Ii ~9, .os, 111;\ II)') demOf\Stla1cll Slatd'j....lb 'jgn[ie(lQtli»t.Ii~(fdU:Ction itt (OtIJ MAOKS scora rot SYMSYAX VII$U!

nUO)(ttin&~p=a.91" 9.G2~. G.I9&l ~olanV1pin~l2!!...~-9,el5. 9.993. 9.QQ'lJ Pe5lleeli' ~~. when ArWrz&4 ",.1" "",o!fU
wbpOi"'lollOl\ or ~epiC3SLd pIIic:nujn=2Sl} ..,.,ho~ni'ion Q{jrgnnml CEsijlOO= t2:u;cny ....ba· e,e h.i4.nol 'e6pwinc
rqpon9gtto '2 aJlhdeprl:U8IltJ or Idequatll dOSe Uld duration, bo6t,."",An the CUrTOnr ,piJOd;}.

t 7' 1;111 !'rJ""~DlN I"Ua'ysii~'-~ ,itkh4i"lisliae"" 6teAir..M' j;IN"F ,edlK\iOA 1ft FfteUJ WIllI ''''''GR& snfe&rre.n
'''.'0 elMlIMJ'lli~~lipr1 pe,..lfIIlQR ff-O OIS. ,-0.007 ''OfW;~~ IAJid eIMNt;ill!l, '05,lIlli"al,) rtf&¥M6¥i\X

( 1202) \DI~S Al:I4_flllfle (&.Sl M. e'!IfllllJ'ncf ~OI~.

.--28-2007 15' 14

score. n., suI's IhM 1iSWdi••r 8 .SlS.,eB II1'.,,, :a. ,1/;8A&T...I6f'"

~11"C~"a-li"!!!~•

.UtI'ED "hll •l:f_'.'" G.. 'Il

~ 'VH8~X -/0'
~

;Ill

I O*,flpi ...
H 4;j

1~-'l3i

I P1JII_' -10
-11'/-'01' ..

Iiwolf) a O¥H8VAX
~.

.....'·..1 R

I ~ .. 441l1-'l9;l

I PII8~he

.....' 111) ;1+ -'J

)1.itiI~; ....ki' ~~n_ l!'lI'Ie\lIol,wt1'MJI' .l\S~
·.Sli';)li.lly ftiCIIIHieliM w:'Il.,ed to~ elMljfllW ....,1&&f04,

APR-aG-2007 15: 31
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Exhibit A, Page 32 of 36
SOA Response to lilly Motion in Limine Regarding Recent

RegUlatory Communications and Developments
Case No. 3AN-06-5630 CI

P 101'1d

_.' - - ._-

SYI'lBYAX CAPSULE STRI!l'IGTIl

3 rngI2S mg 6 mg/25 mg Bms/50 mg \2 mg125 mg 12 mg/50 mg

Color
Peach Mu~ar(J yetlON Ml,I,tBrd Y~lIcw Red & Ught Red & light

& Ughl VeJlaw
.

& Light VoJI"", & Light.Grey Vel""" Grey
CIJ:I.'ule No. PU3230 PU3231 PU3233 PU323Z PU3234
!dQuneaUon

Lilly 3230 LilIy:JZ31 lilly 3233 Lily 3232 lilly 3234

3/2S 9/25 6/50 12/26 12/SO
NOCC....

,

&alcs 30
0002-3230-30 0002·3231-30 0002-3233-30 0002-3232-30 0002.3234·30

Bottles 100
OOOZ-3231-o2 0002'3233·02 0002-3;1'32-02 lHlO2·3234-02

BooltS '000
0002-3231-04 0D0:2·n33-04 0002-3232·04 0002-32~

Blute" I lOll
0002-3231·33 0002-3233·33 0002·3232·33 0002·3234·33

Fllfcattinc bue cqui.,.aJaal

16 HOW SUPPLIED/STORACE AND HANDLINC
SYMBYI\X capsules~ supplied in )I2j"lV2.S., 6150", l1J2h Vld 12/S().mg (mg cquivllent olanupincfmg eql:ljV.IQlI

nuoutU\t:') 'b't:ng01S.

•
t IDEN1l.DOS£., Uh/t Dose M~i~tion. Lnly.

~-136-2007 15:31

~7 ,... Sail,.',. "'"•..",'•• 114." "..'fI"•••, C....,

*'
• U~

~ £~t9¥AX~~') - - ..
~" , lIi"C1p:-k).) •

-+iP
~ - 1MSRa., • SV1\4B",X IN'' IIII 0I9-J

aM ..l.PFl. ii/,.i,,. ~l··l Q) -91.......~ ~

S¥I4B¥~XlN"1631 ~ ~
!i. d) J

IG,9'fluot.ina (;>1-'1) ;1M

Oklnup;". (~I-n~ ~ •.a.
~8V.' Xtll-9lj ~ ~SuNty 4

7,Q"F"..w!tiM fN-'I) -
OI»Mpi...~ 9Ql ~ ~

S..~,! sn4BV'X ~1-IQIl ~ 44.3
9,""•

~"""';M~'·I~ 290?
. .. ""-'»j ~ Ie. I"

1..-1 selH &n HJ""'~ ~!'1") ~ ~

eMI)sts or ....""Ii"e (~==3nl :1M -I.S·

! ...~'.. ~ ~ ~ ~ . .
4',1'

.

~'B¥~X ••..;I.·..II,.~.;r".. ll"'Q,Q*..., ..oI .......,......,...."... .. . 'cr .'
t, &~tBVfl'XW g '5Rlad a gs P1w,td"elieu ill leI" 1i ...,OR.S~"ftllelhe.....llar IIi4 Ilel iIoOQIII:lA .18.,;1 I,..
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Exhibit A, Page 33 of 36
SOA :esponse 10 Lilly Motion in limine Regarding Recent

egulalory Communications and Developments
Case No. 3AN.Q6.S630 CI

SO-cal 2$"C (77"f); ......1••• p"..IMd '0 15.JO'C (5146"f) (5.. USP Co.""Ued Room 1em_l·
Keep liShtly closed &nod protea 6'om mollNlc.

28

MAR-28-2907 J5:]4

17 PATIENT COUNSEUNC INPORMATIO)ol

11.1 laronudoD lOr '.Cinb
PJacrjbttS or other hcalt."l p,ofcs.sionals should inlbma pta:ialtsl t"l,eiJ' MilicI end their con,ivc.rJ ahOUt Iht bc"efiU and

risks anociittd with 1rca.trntA1 wilh SYMBYAX Uld should ~1ol1Iic11htm b\ Its appfopril&C \uc. A pltUnt MC4iClUjon euide "hour
Usin& AnlideprC1S~ in Children IIldTec:na&Cls Is aVlibble fe-' SYMBYAX. ThD p'UCJiber or huJlh profe.nionaJ should Inrt:rvct
pltiCJIU" their famiJitJ,lII\d their CJlc:sivm Ul fcld the McdiCiI1ion O\ll4e &rid 'hould win -"em IJ'I undrrdll1diDg 1t5 tol'\ltnlJ. Palimti
mowd be c!Ve:t'l thoe opporrunl~to disttm lbe conftllU or the McdiCllJion Guide ~d 10 oblaJn wwen 10 an)' ql,ll:Stions they ITIIY
ha..e. The. complete lal ohhc Mediurian Guide is Itpril'Ucd IJ the end ofd'lis docurntnl.

P&litnb" Plould be advUtd ohbe' followJ!lg b,~ and asked 10 ::aIm their prtjeribcr lrOldc W"r while tlkin8 SYMBYAX.

PlJiel1ls mould br cautioned thoDt thc ooncomhll'lll&SC' of SYMBYAX and NSAIOt. as~lrin. or gUlCI dIv&5 that IffC'C1
coagulilion ,incc \he combined usc orP5Ychotropic dtvas \hat inlc:rfue wilh $tTQtoqil1 r'l:Uptakc and these D&CnU hIS been woclared
wilh 1,11 inereased risk or bleeding b,. WarNlll1 C1J'Id P'lewtfOff,J (J. / JJ).

Pl1itnll,hoUJ(I be: ad-..4cd \0 .volt! alcohol wrhiJo tlkina SYMBYAX.
As ...itb W'J CNS~acUvcdrug. SYM9YAX has rhe potDllW 10 itrlp:llir judgment.. tbinkinC. or m<>\Q" sklllt. P.ticnU should be:

tlut!oped ,blNl opcnting tw:ardOU5 ma.ehinrry, incluain& I\l1QmObilt~.1m1jllhey lie rc&SOMbly~n IhIl SY).1BYAX lheIapy
dDQ not _flea them .dvcmly.

Paticnu should be ;.:;tviud to inronn their physiciln ihhcy lie liWng Promc·, JlfDUI: Wt.tkly" .... SIIlIr",,·, nlaOXetinc.
Zyprt·x.·. or Zypr.llu Zydi,'. PiUtnu should be Jl:i.,istd UJ In(orm their ph)'JicilllS iflnq. vc lakin& or plan to take any prcW"iplion
or ~·T.ht~untQ' druts, ir<ludina bub&l supplcmtnlJ" tInct there j, a po":nLi.1 for intcJ~iOf1i. Pl1tenlS ehould Ilso be advlnd to
[nform tl'ttir Physicll1lS if they pI~ to dlacollIinue any mtdiClHons Ihey Ite t&k1tlg while Weing SYMBYAX. IS slOpping II. mtdic;ation
m.y also Impeci Ult O\"trlJl blood level orSYMBYAX.

Plltienb .should be a:tvistd It&ardinG ~riu:e cue In .voldins gVtfhe.aI1FlS Vld dc:byd,.oon.
P,titnls. ifbkiot SYMBY AX. Ibould be AdvJ5t~ not to brQit·(ecd.

. . Pat1c:"u $l\ollld be: ~ctvi.sed oftht risk oronhosratit hypOleJllion, C3ptdllly &uo"8 the puiod or iniLitl dose titnLion IIl4In
wac/Won WIth the use o( concomiwudNlillJow rnl.l pota1tilte Ihe grtho,ltatie etfeel orohntllpine, e.!-. diwpam OJ a1eohol
lUI WPmillil antiP'~~~lJUON (J./O) tWJ Orvg INtrtK/jofU (lj).

P.ticnLs .hould be ..:Sviscd 10 notify Iheir pbyslc:l&n lfdtey beeorna pfcgnlltll or i"knd to become pregn.&nt durin;
SYMBY"Xlh<Dpy.

reticnts 'hovld be .dvlsed 10 notify dleir pbyJJclJl'l Ifthe)' davclop ill JlSh 01 ~v~ while taJcj-qS SYMBVAX.
&ftcr lhc·PGlienU ,I\ould he .advisca to ~t SYMBYAX CXKtl,..s ptcn,lbed, and 10 eonlinue tiki", SYMBYAX IS prnmbcd eVe"

If moo~ ~mptom.s l1tProve. PahcntS should be advised tN.r rJley should not aJtu dtelr dOiinl ,eglmcn or SlOp taking
SYMBYt\x. wllboul ~~lllQ& their })h)'licw,. I

. :aJieor information ~ ~ICId.I Ibe end o( lhiJ insett. Phy,ic;iw should discuss lhl, Information whh &h~it pllitolS and
~~;~ c',m, :~_rlw1w lht Mr:d.iCIIlon Guide bcrQresl.ltt.ina thetIPY with SYMBYAX and ete:h lim!! their prtstripdon i1 refilled

"- Ol"$tDblg ilia SlIlddc~k •

.P&licn~. thcit familiq, and lbair wegivers .boUld be encoul')£td 10 be &J Ih '"
4ltlcks. 'Nomn, ... inll'bllll)', hOSTility IggtflSsivene:n lmpulsiv'ty &lc \hi . ( :: fo It cmerSUlCC OrtJ\llClY. "Blttllo". plrhc
U"U1WlI chJ.nge$ In bduvior. "'Of't'ni~ of depression: and sUJd~&i ld a II lill IIJ>< . omoro.r ,esll?lnc:sS!. hypomania.. mani.. Olhu
w~ the d05C ;5 adjUSIC'd up or down. families and t&I~ ivcl( or rui ~ 00. e3p=laJly ~1I1y durmg amldtpreuant tJemncnl and
symptoTnS on J d'Y~lg..da)' bas;", since tha.n~cs mI be ~ II tAU snould be adVISed to Ob'OM for Ute Onlt1gence of~uth
profosional. especially if thty are SInIerClt abruPl : OfUC'I ;::::msymPlorru 3hou!d ~ ftpOntdto tJie p~liml'. prer.qiber or r.t:lII~
t.Ac:s: m.ly ~ wociiatC'd wilJll1l inen.ucd (Ilk for SQicid.'1 tl'Iinkin pllt of~e patl~1I1 ~ pfouutng symptom!. Symptom: J"'h II
ponlbry chll1ceJ In 1hc mctJ'icetion. g and behaVIor and 'Tldll:a1e :r nte:d (or ycry ~Iose monltOllnc anel
17.) SeTOIOom S)'u4,ome

Patients ihgu'd be ~udoned aboUllhe risk or .
other SCl'otonc:aic aatnts. SUOIOnin $yndl'l)m.ll wlth lhe concomitant use ofSYMBYAX ancl tripWu. U'IIDadol or
11'.4 '0" Appro"ed ~bdlaUoQCald'.
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2. Haw 10 lly to P....n! Sulold.t Thoughta ••d ActIOn.

To ny to plNC"t S\IicldaJ lhouehts~ action, in yo~ child, ply :Io~c arttl'ltion to I:hanges In her or his moods or I.CU0M. especJaJJy if
the ~BC:S 0CC1.lf .s~iknly. Othrr Impol'Wll J>OOV'. In )lour child s liCe can &cJp'by paying .rte1IUOD IS well (c.,., your child. brothCTS
Ind 'l~m.1tnhtr5. and OM Imponaru people). The chlllBeI to look oul for m IIs1ed In Stction 3, on ......llD walch for.

~er an IIltidql~t ill SW1ed or iu dine i.5 chltlccd. PlY cloJe azrcruion to yOID' cbil4.

"'tier slanln; UI antldeptt:U.\nl. yOW' ~hitd $ho\lld aenen.U)! ,ee his Of her hnhh CVe Pf'Ovida'

• Once. wed: for the first 4 ...cek.s

• EvtI)' 2 wuk.5 fOt the rial 4 wor:ks"

• A!\Q- Ukil18 the »nldc:pl'CSWlt ror 12 week,

• After 12 \ileUs, (ollcw )'O'Jr health RiC p'O'¥idtr'$ ad"ice Ibovt ho'o¥ oftea to COOle. l»clt

• More often irprOblC'm$ or qu~tion'.lfl$t (s« St.e[(OI'l »
You should call yoW" child's hlIL1lh clle pro-ider bctwCCTl n,its ir nec4e4.

J. You ShDuld ~al~h fur CtJ1aln 51"nsl' Your Chllcl Is Tlkln8' lin AnUa_pniUl8IInt
CCU~,litt YOCIr cblld S1't~11h tare mvidCT ''PI QII'Q If .
worse, Or wony you, your c/Uk!. or yoW' child'. tC:~OVt child e,;hib,1s 1111 ofth.e follllWins lipi fot Ulc fir", drDt, or ifthcy IC'Cm

AbDUl Ualng AldJd.p'....nlIIln Child....rod r.....gonl

Wh.tl. 1/1. moollmpolW1llnformatlon ',hOllld know Kmy ohlld b being _ellDid .n anllcleproognl?

Parc.nD or &ulJ'diw n~~ lolhink about 4 impolUnl UlIhg,s~ tbcir child is prcKtibed II1l.addepre.sWlt

I. T!'Icre is I "sit oflUitldallhoughl$ or aclionl

2. How 10 0')' 10 prnem: suicidal dlou.hl5 or acliclU!n Jour child

3. You mould wad! far cem.ia sJgns ifyCl'ij' chileS il uklna an antidcpn=$.Sllll

4. Tlltlt aTe: beneOu: ar.d rislcs w1Ien UJina Inlidcpmsanu

1. Thel1t is ~ Rlsk of Suk:ldal Thoughts" or Action.

Oildtcn &t1d tunllers sort'ltlima think ahoYl S\lioid~ and man)' report oyl.ng la leW lhenuelvcs.

AntideprcSUtlLs inQ"ClSC ruicilW thl>ughu II\d lehoru in some chlJdten 1l111letM~cn. 8U1 su;cld.l thooChu lUld .atons QIIlbo be
QU..Kd by dllpfC.SlI'Oa, a saious medicll condition lhllt is con:unoDly treated whh antideprc.nlllll, ThinkihC abCNf killing Jourselror
trying 10 kill )'O\l1'5I:lf Is called ~icitliJfity or 61/,." Jl/f,fdaf.

For IOID_ cbltdru nd lecu1ccn, the. riSk; 0' slliddal IcdonJ ITUJ bot: c.ptdllly ~ip. Thoc irlli.ludc pa1iuilS wilh

• 8(~J~ /Unc.,: (.scmc.tim~ wled m'Ulil:-deptts3ive 11ln4J)

• A family hi210ry ofbtpoll1 U1nC$$

• A ptrSQnll or [c.mily hiSlory ofatl;n'ptillg 5\lic:id~

(( any ofll'le!e IrC ptCScn1, muc sW'e you Icll your health WG provider before )'0\11 child takes an &Illidepmwu.

/4, lugt study combined the roultJ or24 ditrutl\l nudiQ orohild.rcn and tttnaacn wlrh deprcs1lon 01 olha iIIncucs. In lhuc INdies,
patients look cilhr:r c. pllCCbo (~8'" plll) or IR "'1idcpl~u.w fOf I to 4 months, No 1J.t. coMtltUldJulnJ, ,,. rlflU Slu4l#, bUI SOI'M
ps:.iCflts buamt Juicidal. On sueu pills, 'Z 01,11 of every 100 kcmne 1vieldtl. On the ~lldtpR31anu, 4 0\,11 of c~cry 100 palienu
becamc ~u.ic;icW.
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• ThouJhU AOVI ,~4c: Of d1inI
• A=tmpts 'D p;ommil wh:idc
, Now Of wtlOJEd~

New 0' WODO aliAliely,

, fedillgvay Igitlted or rertJess

• PIIIic .....1<>

• Diffic:ull)'sl~ (insamDia)

•

for, obienJ\'t: compwsi\'c disorder in chillhn ~d teen.,,,,, FDA hlJ approved only nuoxc:Hne (Proue", mt,..,ine (ZDloft~.
n1.lyollGrnille. VJd domipramint {Anafrlllil~.

• Nl:'I" or~ irri&ability

• Adina; 8WaJM;, bem, InBJY. 01 violml

• A~n.s: on cSa1lBtfOl.U implLbes

• An c1b'cmo inCR"l:lc in KCivity IIId calking

• Other unlJ.$tW dI1n8~ In behavior Of mood

'Nt'VCf lei )"OUr child stop liking In &ftCidepmslnl whho\u nrst u}l(ing 10 tll' Or hC'f kelllh CCe provi4r:r. StoppinSIn antidepus.thl
IlllSdcnl1 c.an ellJSt othtt sympf.DmS-

4. Th........ Bon.1Jla .nd Ills... Wh.n Uolng AnUd.P....lIl1ls

Anlidcprcuanu VI: l.lu:et to trut dcP'fc,~ion Il1d Ofhg IUnllnos. OtJ)ttssion IIId ~thc i1I~~," can)cad 10 wiclde, 1"s~ chiJd'41~
And tocn&8c

I
J

, ~CaQncnl with 111 IIIllillcpraanl incr-uul lulcldal 'lfIlnldlll: or ~'OfIS. " I' Impottlnr 10 dl"uu: ILII the f1JU or~lnl
d!:prtsiion II1d also the rides Ornol Utuihg Jt. You tnli yOW' ,hild Ihl>\lJd di5CUSS ill trUIlnenl chaiCXII "With your health QR provider.
not just U'lt uu of IllIidepn:SSVlIs.

You( hElhb C&Il: provider mlY ge.sa:~ Olha anJidcFCU&nU blUed on lhe put ~ionccof)'ow thild or other flmily nu:mb,l'I.

IS (his .111 .oed 10 llIIow I' my thUd I. bel"ll preurlbocl.n .nU~,pl"I5.nt?

No. ~i~ is a ""~il'\g 'bou~ lilt ri&k (or '~iold.J~. Olnor lido effects "an occur with &ntiQ'tJlrq~u. Be: sure to ask your halth Clle
p

rov
l11er 10 tXP'~Jn .11 the ~llk on-em orllle Partloutll druB he Of she i1 pruuibinC. Abo ask IboUI dnres 10 .~ojd ~tn lIJdn. an

anU6cpnsnni. Ask '10V1 health We pro\lJdcr Of ph.,uwcisl Where to find more ~(mtwlon,

Prouc· i,. ngistwed Cndenwtc orEJI Lilly &ndCom~.
Zolon'ls I rc!itlercd trademark o(Ptiur PhannKc1ICicA!t,
Atl.altlni\- u • ttlJi.nared cnckmill: orMlilil'ltkrodilne.

This M"f1lcolJo" GtikSe h&s OfttJn SPPfD>V8rJ by '''e US FOOd 8nC1 Drug ArJmlnist~Jfon for 9IT antapl8SSanl&.R.1 only

Ue"'lUre "',",ed September 8, 2006

Olba side etroc!! ;,anO~ with ""~q1rCN-lllI' (see smlon below).

oraU tht anlidoprcSJIJ'US. only'noontine (ProtK~ hIS bean FDA tpproved 10 trell gedic:rio dop,~ion.

AOR-86-2B07 J5;]3

BNl 5412 AMP
Copyrighl C 2003, 2006

r
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This Is a represenlatlon of an electronic record that waa 6ignlld electronically and
this page is the manlfestallon of the electronic signature.
~-:--_.-----_._--------_._--lei

Thomas Laughren
3/28/2007 02;51;39 PM
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