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u 0dy surlao? arsa m this, an estim creatin
charanos (CLer) L/ n must st be cakulated using the following formula : Group eatinne Charapce D Frequency
Normal 1000 1 3000 Every 24 hours
[140 age (years)) x we ght (kg) iy Mid 50t 80 1000 10 2000 Every 24 hours
CLer = {085 for fernak patiants) L] Moderate 30 to S0 500 1o 1500 Every 24 hours
i1 Severe <30 500 10 1000 Every24 hours
72X sanum creat rine (mgiiL) =3
Pt 3 DOSAGE FORNS AND STRENGTHS
Then CLer s adjustad for body surface area (BSA) as follows - nn
a5 Lewetiracatam extendad releass 1000 mg tablets, USP are white, oval bizomvex 1im coatad tabkts,
CLer (mL/min) 95 engraved with “APO" on on2 side, “LXR 1000" ca the other s de
CLer (mLminit 73m?) - X173 ?F 4 CONTRAINDICATIONS
¥
BSA subjact (m?) 3 Nome
9 10
noN
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5 WARNINGS AND PRECAUTIONS

5.1 Peychiairc Reactions

Patients on kvetiracetam extandad releass tabts shoud be monitored for banavioral abnomalties
Lewet racatam Extandad Pakase Tablets

A fualof 5% of pants rstad win Instizcetim exknded rakase s expatenced o
Psychutc tnmonl dBorrs Tpartad 13 Ifablty Bnd sggrsskr. comred o o ptirds
on E;m ImHabilty was raportad In 6 5% of patianis traated WEN lvetiraostam extend

tablets Aggress cn was reparted  13% of patients fradad Wh levedrasstam Cendad reessa
No pat et discontinuad treatment cr had 2 dos faduction as a fesult of these adverse reactions

There ks considrably kss controlied dinkcal trid experience wih levetiracstam extended releass
tabkts than with Immed ate ralease levetracetam fablets, and some afwrse react ors 1

AL CHPY SHOULD BE 12" 5.967 i AMAY PR
T3P AND BITTOM FPGE OF 3F Lo
]
]
H

observed with mmediste ralease levetracstam may not have baen detackd N levetiracstam
extended ralease tablets cfin cal rials bacauss of Imited rumber of patients Thasa adverse reactions
‘may however occur n patiemts recelv ng levet racatam extended ralease tablets

Immediate Release Levetiracatam Tabiets
Almllﬂ IS!%WMHI Mllmull! 37 6% of pediatric patiants (4 10 16 years of age) traated with
lease hvetirapstam non c o
n-lm mlon. anger, ann 3 erscnalzt on, depression, emctondl Iabity,
nun.tﬁ e mgnllly n:ymn.v:zl mpumu and PM:I-W pt

10 62% i ot adut ang pediaric patiants on placeto A rnanlm doubk ting,
plceto controled shudy was pe 10 336255 the nedrocognitie and behaoral eficls

rmmmn nlu- nmnmm fatets s adjuncive herapy pmnn: p-nmu (410 16 yun
ofap) An Is suag2stad a worsanii % behav! jents treated
wmnmnlmrum racstarn tablets In that stu MMM t ons (3 4)]

Atotal of 17% of adult patients treated with Immediate rekass kvetiracetam tablets discontinued
12 treatment due to behaviordl adverss avents, comparad to 0 2% of patents on placsbo The

The ralative risk for sukidal thoughts or benavior was highar n cinical trials for epliapsy than in
dinkca trials for psychiatric or cther condkions, but the absolita r sk differences were sim Iar for the
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traatment doss was reduced In 0 8% of adult pat ents treatad with Immediats rekease levet raostam Tciance of pedatric patients who d scontinuad treatment dus to psychotic and non psychalic
tablts, compared to 0% of patierts cn pacebo Overal, 10 9% of padalrc patents redted adverse react cas
Wih mmediate rakase levet raostam tablets eperienid benavked symploms associated Wih M
discontinuation o dose reduction, comparad to 6 2% of pediatric pat ens on placebo H 5.2 Sulcidal Behavior and Ideation
One percant of adult pat ents and 2% of pediatic mm (4 to 16 years of age) treated with i‘_‘- Antiepileptic drugs (AEDS), Induding kvetiracetam extended ralease tabkts, Incraase the r sk of
Immadiats releass Evetracetam fablets experienced ms, compared to 0 2% and ix ‘sulc dal thoughts or berevlor n patients taking these drugs for any Ind cation Patients treated wEh
2%, respectivaly, In .m" and padiatric ﬁ' p{uho I"%mmm udy that assessad 1Y AED for @y Indication should be monitorad for the emergence or worsening of depression,
the naurcoogritive and bahaviordl effects of Immediats ulnu Ievek racstam tabiéts N padiatric 23 suic dal thoughts or behawor, and or any unusudl changes in maod o beevior
erts 4 10 16 years of age, 1 (16%: treated w paranola, 3
anmam o fatknts nﬂnﬂ m’..'i‘l"...z (31%) pmmmm w'g'nmnm releass g! s0dpm Pooled s of ‘ngmu’"'m'” cinical trials (mano and adjunctive tharapy) of 11
e Sy 8 Popatione gy o CorUSIeral e, TR o aLerts on pRceto [see E'; ?nml:nnnm'e 95% C112, znmuc':ﬂﬁhﬁu‘f:‘o:umgmmwrg&um
Spec 540 QE randomized to placabo In these nl!. wm nin tragtmant duration of 12 weeks, the
£ estimatad Inckdance rate of sukial b z7 BE3 AED treated
B ;’,".'":';m"“ '"",',',,":: e e 3 043%, comparad to 0 24% 2026 piond thatad palerts epeesenting .rl"r‘.'n‘.... of
|nrn wm the first week of tradment, and rascivad Wiihin 1 to 2 weeks m&«m mmum d o wlc‘;’:mﬂ:" sulddal ":’ﬂ ":,:'u'”’.l':’u:' 'llf"”" F"'""‘:m e m:;':
o nuztion There was o difarance n dnig and plosto patits I the 14 mmnllnmunllim IIDWW conclusion about umgmnrn sucde
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mlgnﬂlﬂ#.wur"tlﬁl e;u:vﬁl:rﬂv.l’mml?s';]u nmnuwn:ta un/:.xﬂug weak Tabk 2 RskBy Indication For Amtiapief In The Pookd Ani
g drug traatmay and pa 7 the duration of treatm
most ir als Includzd In the analysis cid ot xtand beyond 24 weels, the rizk of nucmlmm or i Indcson  PlcstoPuiols DM PRt NG FIK s in ﬁmm'},m
behavor beyond 24 weeks oculd not be assessad 1000 Patie o0 Drug Palients waih
T ok of sucig hougts o bk was gerraly condisntamargdrgs e st anyzss is s s Events per
The 1nding of Incraasi nnAEmvrvrynum i jon and across a range of i e 0 33 35 24
Il ons suggests nat th ik apllesto i AECS ussd for any I cation The sk o ot vary g3 Fhychainc 57 H HH 39
sibstart a aqnsmyun)nm:l ical friaks analyzed Table 2 shows abeciuts and rel 2§ P H I 18 H
risk by Ind cation for all evailated AEDS Ealle Tl 24 43 18 18
H
5
&
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epllepsy and psych ar ¢ Infications

n mmnn pllcﬂhllv levetracetam extended releass tablets of l? other AED mi
bafance the M lIddal nmgm or Nl’llll:l with |l'l sk of untreatad Ifness 'xlp%lm
marny other Imnm Tor whl e thamsaies assoclatad
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and mortally and an Increasad rllm sulc dal thoughts and behavior Should sulckdal thoughts and Lewtiaoatam Extandad Aelges Tabkts
behavior emerge during treatment, the prescriber needs to cons der whather the emergenca of thass
symptoms Hy uuwpmn may be ralatad o the Iiness be ng treated v In the levetiacetam extended ralease Bblets double biind, controliad tidl In patients exper ancing
5 partid onsat seaizures, 7 8% of patierts treated wih levetiracstam @xtanded raleass fabkts
o lv,;lmm g Ml.lnlll'lnllll'nmlhl shoud h‘:.lmwgll.lnﬂb! ;:II.H he rizk of sul I'IUI i. Exparkncad somnoknce, compared 1o 2 5% of patients on placebo
ug| alart for th amergence of worséning L]
of the signs and ms of deprassion, any unusud changes In mood of bahavicr, of the L] MNo patiert discontinuad traatment r had a dose reduction & aresut of these advers: reactions
emanganca m Sicaait um unm of tnoughts about se f Marm Bahawors of concern should i ; e sy | 1ea clnka td et o et e
be reported Immeadiately 1o heakhcare ders = re s cons| ess control inl axperienc wi racatam extended ralease
Y Fov FH 1abiets than with Immediats rekase kvetiracetam tabiets, and some adverse reactions cbearved
5.3 Somnolence and Fatigue E a with Immediate ralease levetracetam tablkts may not have been detected In kvetiracetam extandad
] rakaze tablets dlinkal trials bacause of Imited rumber of patients These adverse feactins may
oull be rmaattorad for ence a 8, an n of opa OWever 0ccur In pat ents recelving m rakase
Patients shoul b itorad for sormnols nd fatigue, and be advised not 1o drive rata gﬂ i In pat ents receiving levatiracetam extended rekase tablets
machinery urth thay have gained sufficlert experence on levetrasstam extandad rekase tablats N
to gauge whethar It adversely affects their ablity to drve or operata machinery In cinical triaks of § Immedite Palease Lavetiractam Tabiets
Immediats rekass kvetiracetam tablats, sormnolenca and asthenta ocourred most raquertly within 3
the first 4 weeks of treatmert querty 2 n pnml the Inc dences of sormnolenca and at gue In the pediatric partial onset selzure studks
7 "8 were cormparable 1o thos2 of the adult partil cnset s2izure studles
noN
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Ing cl::"n:o‘::zl t;nl:vlnuz rmm wih euup mnnm partial casst [amma 14 :: ‘o; 5.4 Serlous Dermatological Reactions
p WEh Imme sOrmnolence, comps
::13; %1. patferts on hunuwnl-nu‘sv;a 8 o cear dm dose r-pnvu up 10 3000 mge In H study In : Sarfous nmlgnﬁnl reactions, Imluung m;’l: Jon'm:n .:;r.:vunu (&s‘ and toxc epiamal
e was no tiration, abol reportad somnoknoa €n reported In Doth chidran ts reated whn metiaceta Tre
mmlnnwammnn unnmlnoammmt WEh mn?l-m%a uhlolmmm i mm’:n"nma of cnset Is reportad 1o be 14 to 17 , but casas have bean reportad at kast mul
tablts, compared to no patients on placabo About 3% of patients treated with ! months atar Infiaion of treatment RRcurranca of the saricus SHN reactions following rechal
s T v e R S | A At e Tt S 1 8 [ i h & Cuy 0 1t S o
i
ievetiracatam tablets and In 0 9% of patients cn placabo, while 0 3% of the patients treated with i’! symptoms suggest SUS/TEN, use of this drug shouM not be rasumed and akernative therapy
Immediata relas: levet racatam tabiets wera hospialzed due to sormnolence ¥ - : be considera
2 ne
In controfed trals of adult atients win epikpsy axperlencing pnm cnsat sekures, 147% of :E 5.5 Coondination Difficullies
aknts treated Nl’l mmadiate release levetracetam fablets raported asthen a, comparad to 9 1%
slpm on placebo Treatment was disoont nued dus to asthania in 0 asmnm treated with gp Patikents should be monitored for coordination d ffcukies and advised not to drive or operate
THmedis T evedtacatam Tablets, compared to 05% of patiants on placebo The dose was H machinary urt | they have gained suffcint axperience on levet racitam extandad rekass 0
raducad due to asthena In 0 5% of patients treated w th mmediate r2lease kvetracetam tabkts and 1 gauge whather It could agversaly affect thair abiity to drive or cperate machinery
In 02% of patients on pacebo «
19 20
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Atotal of 34% of adult pat ents treated wih Immediate ralease levetiacetam tablets experiencad 5.6 Withdrawal Selzures
cocedination diMcultes, gnpnrhn as lther atadla, abrormal rﬂ‘ of Incoordinat on), compared to
1 6% of patients cn placebo A totdl of 0 4% of patients In coniro led trias discontinuad Immediate 5 Antiepileptic drugs, Including levetiracatam extended releass tablts, should be withdrawn graualy
ralease kvetiracetam hllmtml‘mllmlllin aaxa, com) mmnn plln!lm pmm In07% of £ 1o minimtz2 the potantial of Increased selzure frequency
patiants treated with imme of patiens on placebo, the §
{05 wes reduced du 10 cocrdinaiion GMUEI, whle ons of e veied patierts was hospaitzad 1 5.7 Hematologic Abnormailties
due to worsening of pre existing atada These events cocurred most frequently WHAIN the first 4 i
Weeks of treatment s Although there were no obvious obsarved In the axtanded
=3 rekase tablets controlled study, there ks mmnm] Im uztmlllu ulnlul mu uxmu with
Cocrdination dificulties wera not obsarved In the kvetracetam extended rakase tabkts controlked ¥3 kvetiracetam extendad releass tabkts than and some
trial Thare Is considerably less controlied dinkal ir al experience with kvetiracetam extendad releass ZE Saps IIV.II reactions cbserved with mmadiate lll MIIIII[IWII!I. Dean detectad
tabkts than with Immed ate ralkase kvetiracetam tabiets, and some afvarse raactions dﬁ'vll E" In vetiracatam extended ralease fatiets clin cal trials bacause of limited rumber of II.NB Tl‘-l
with Immed ate rakaze kvetiracetam tablts may not have baen datactad In kvetiracetam axta FH mmn raactions may howewer occur n patints recelv ng levet raostam extended ral
ralease tablets clincal tr als bacause of limited numbar of patients  These agvers: lll:lbll m-/ 3
however oocur n patiants rece ving levetiracatam extended ralease fablets é In controlied frials, a minor but statistically significant decrease (comparad to placibo) ntotal mean
i ancmnﬁnoan /i )mmnm:gunh(nwwu nnnmun hematocr | !s v;
s n nts treated with kvatiracatam tabkts A total of 3 2% of adut
2 2 mxn-nnumlmmum releass kvatiracetam tabiets, II!IGSMﬂIII‘I! on placabo
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had at east ona possibly significant (<2 8 x 10°L) dacreased WBE, and 2 4% of patients trastad with In tha controllad padiatr ¢ cognkt ve and neuro) 0kogical sakty stud iwuul ects (6 1%) I the
Imedis romet o Lm Q patients c placabo had at least one possibly unm group Hr mqut& (2 6%) In the el e m‘y Y:atam taaurs e group
-unun (;1 0 Gl IIf/l ua-uu mmprl the patients treated with Immediate releasa high values that were possbly y (mn ovm m [N
a low neutrophl munL lll but o2 rosa towards of o baseline wiih E
mllllni llﬁﬂ’llm No patient was discomtinuad s2condary to kow neutrophil cournts i 5.8 Selaure Conirol During Pregnancy
In padiatri: patients (mdeynumm. statistically significant decrazsss n WEC and neutrophil ] Prysiokogical changes may gradually decrease plasma kvels of levet racstam throughout pregnancy
counts were saen In pat ents fraatad wth Immadiate rakase kvetiracetam tablets, as compared to § This decreass ks mnnwgmummu during the third trimesker It s recommended that patints be

placebo The mean decreasss fom basellne In the Immediate release kvet racstam tablets group
were 045 10°0 and 03 x 10°L, raspectively, whareas there wers small Incraasss ll ml placbo
group A signiicant Increase In mean relative Iymphocy counts was observed In 1 7% of patients
m.:;:owm Immadiate ralease levetiracstam tablets compared 10 a dacreasa of 4% In patients on
p
lnmmmmhn dlatric tridl, a

n 3% of patients traatad wiin 3 Dnmedlts r!lau traseian o hmm compared 10 o patients
un 20200 Howeves, mnmnwgu Fiarance betwean reatment nt groy ?nwmmwmn
nautropnil count. No patiant was disoontinud s2coadary to kow WEC of neutrophil counts
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Ing pregnancy Closa monltoring should continue through the postpartum
period espactally If the dose was changed during pregnancy

6 ADVERSE REACTIONS

The following adverss react ons are dicussed In mare deta s N cther sections of labeing
- Paychitric Rzactions [see and Frecatons (5 1))
- Suldidd Behavke And Kdeaion [see 5 (52])

gq " Semnoknos And Fatigue [ &n#ﬁnﬁmm 53]
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Sarbus Damatological Reactions [see Wam ngs and Frecautions (5 4)) contribution of drug and non drug factors 1o the adwerse raaction Incidancas In the population
Cooedination Diffo tes [see and Précastions (5 5] stufled

* Wihirawal Setaures [see Wemings &0 Precastions (5
- Hematologic Abnomaltis [see Wemings snd Fracantons (5 7))

6.1 Clinkcal Tials Experience

undar wdely ring adverse react on
Inthe cinical trials of ractly n

mnuymmuumamummnm practica

aug

Tha priecrbar suld be B trt he sderoe eacon Incider fQuns n e olowrg tbk,
obtaned when @tandad rekass Bblets were 23320 to concurrent AED the
ﬂ!ll"ﬂ no Ilﬁ m precict the fraquency of adversa reactions In the course of usual madical

nt charactaristics and other factors may difer fom those prevaling dur ng ulnuu
i Sinta tha CRad frequencies cannot be directly compared wih figures obtained from other
cinkcal Investigations Invomng difierant treatmerts, uses, o Investigators An Inspection of thas
Trequencis, Noweser, dozs provide the prescribar win on2 bass to estimate the relatve

5
¥

nn

Lewstiracatam Extandad Rekass Tabkts

In the cortrolied clinical study using kvetiacetam extended release tabkts n pat ents with partial
onsét selmures 1), tha most Yequently raportad adverse reactons In patents racaving
kvetiracetam ed rel llwlslrl wmbnlmwmmr AEDs, for avants with rates graatar
1han placebo, wers Iritatilty and somnoknce

Tible 3 Iefs adore mecors Fat occurmd n o (et % o oplapy petrts rnd wnn
vetiracstam extandd releass tabiets participating In the mnu kg shdy (St
nI WEe Hlllllltly MOMe Cormmon mm 4 lm!J a2bo I this ¥¢1|§ymt har
levetiracstam extanded rekiase tabkts or pnc s 3055 10 carmumert AED therapy Adverse

reactions were usualy mid to moderate In Intensty
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Discontinuation or Dose Raduction in the Ralasse Tl
Study
g In the mnllln dinkd mg‘ USNg levetiacetam extandad releass tabkts, 52% of patknts
§ racaking kveti releas? tablets and 2 5% racawing pmhoalmmlmn as aresut
L ofan mumn The adverse reactions that resutted In discontinuation and that occurred more
5 fraquently I levet raostam extended rakease fraaiad patierts than n plaoabo treated pat nms wa
is asthenia, tpllnnry mouth ukerat on, mmndmplrmny falure Each ofthess adverse
2y to discontinuation n o placebo Traztad mm
s 3
!E .4nn Table 4 lists the adverss raactions sean In the controlled studles of Fmadiate releass lvtiraostam
¥ fablets In adult patients expariancing partial onset seizuras Athough the pattern of advarse reactions
§§ lnhlmﬁmlxmﬂ ulnuunlmmumswmmnamnmmmn-mn
p onset selzure controlled or mmadiate rals levetiracatam tablts, this ks possibly due 1
§ he much mnrmmnrmpmmm this study comparad to the Immadiate releas: tabiet studies
1 The adverse reactions for |evetiracatam extended ralease tablets are expactad to be similar to those
¥ ‘s2en wih Immed ate rakase kvetiracetam tablts
28
on
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Immadiste Releass Levetiracatam Tablets
Aduts 5
£
hbmlﬂun(ﬂw mm mmr i
rtm nnmmw\mnmumm mmm\mqumnpumanwmr 4
With rates greater than plcebo, were somnalence, asthania, imction and dizaness i

FROM EIGE OF DIE LINE

FROM EDOE OF DIE LINE

Tablk 4 lsts adverse react ons llﬂl Mllrllﬂ In at kast 1% of adult qﬁlpzrﬂm reatad with =3
Immediate releass levet racetam tabl m T placzbo controlld studies and were #3 1
nummry mnn cormmen than in pmm phuno In these shudies, etther Immediate cE wapm
release evetracetam tablets of B wera H
usually mik to nmcm nlmn/ H
.
§
i
]
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[ Immedials Rekase Leveliracelam Tabies | Placebo Release Phcebo
{H-769) (H-439) N Lot L
g 2 1
is 2 1
?Q Pea\siric Ptients 4 Years fo <16 Years
B3 7 In 2 pookd analys s of two controlled ped atric ciin cal studis In chikiren 4 10 16 years of age with
] Rond o partidl onset sefures, the adverss reactions most frequantly raportad with the uss of Immedias
;’ rekase kvetiracelam tabkis n combination wih othar AECs, and wih greater frequency than In
E ? patients on placabo, were fat gue, aggrasskon, nasal congastion, decraasad appetite, and Irtabilty
E!‘
T T 3 Tabk 5 Ists adverss raactions that cocurred n at kast 2% of pediatric nis traatad with
ry 3 i Immediats releass kvetiracetam tablets and were more common than n padiatric patferts on plapzbo
In these studies, ether Immediats rekase kvetiracstam tabkts or placebo was added
31 32 concument AED therapy Adversa raactions were usua ly mid to modera® In Intens ty
nON
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Comparison of Gender, Age and Race
o release tablets to support a statement regarding
the distribution of atverse exparience feports by gender, age and raos
6.2 Postmarketing Experience
In 34 tion 1o the adverse reactions |5ted above for Immed ate rakease kvetiracetam tabkts fsee
In mulw:wlllﬂb cinical studles n patients 4 to 16 years M& s treated wih Adverse Reactions (& 1)), the lﬂbﬂm Iﬂ\ll!l mm NIII Nm H‘mﬂhd uuvnu post approval
H Immediata rel tabkts and 9% of pat enfs on pii mm @5 2 rasult of us2 of Immediate rekass kvetiracetam ecause 1he ns al TM volui mny
bk o an adverse avent from a population of unzertaln size, kI nmulnya possibl b ulhnl/ astimate jancy
HH mlil I causal llllﬁlli’lp to drug @xposure Tha I!lln Is d flb(hﬂ anormal IN'I Wll!lnn
In asdiion, the folkwing adverss raactions were ssen n other wall cortroliad studies of Immediak FH feat, 5, 0yskinas a, erthema multfo hepatttls, hypon
ralease |evatiracstam tablets balanca disorder, disturbanca In attenthon, aczema hyparMinesls, B Ilulbvlnll muaunl Wweakness, neutropenia, pm:nn! 'rno[mpanh (WEh bone mnow
memory Impalmnznt, myakgla, personaity disorders, prutus, and v sk blumed § supprassion dertiied I som2 of these Cases), pan ¢ atack, ena, and welght loss
i Aopecha has been reported wih Immadiats rluat llvurlatlm recovery was cbsarved In
maforky of cases whare Immed ate rakase kvetracetam tablts ware discontind
7 38
PRINTING raTas
AL B e R B
INSIDE PAGES INSIDE PAGES
35625 / 90.438 men 3.56257 | 90,438 mn
—_ N
7 DRUG INTERACTIONS om anmlnmmiun of kvetiracstam 10 femak rats mmunum pragnancy and lactation led 1o
e dences ov mror fell skekta abnorm: and reardad ofsprng growin pre
No sgnificart phammacckinatic Imeractions were obsarved between leveliracatam or ks z llllcfpnllﬂlll& 2350 MK “}qummwm maximum recommended human dos2 of s
metabolts and concom tant medications via human Iver cytochroms P4SO isofoms, g HOJ on 2 mgrm! baskE) and With Increased pup mortalty and offzprng behavioral H
rolass, UDP erzymes, P gyoopeote n, of renal tubulr sacretion [sse aamv iix mmbmmunuoﬂmum -/(snmum MRHD 0na my/m’ basis) The daveloprmantal no is
%mm (125)) i um-m-unnnmnmwl basks) There was no cvert maternal |
iz mnclyllmndmlslng Iy
8 USE N SPECIF POPULATIONS | i Oral administration of levelraostam to pregnart rabbes during the perkod of organoganss s fasutad i
¥ 8.1 Pregancy PHIES In Incraased ambi mortality and Incraased nckences of minor fetal skeletdl abnormaities P
08 pm R pign a 00825 2600 my y(cnm-enmnonnmym!mmmnnmmumvmnm 14
Levet racatam kvels may decrease during pregnancy [see Wemings and Precautions (5 8 L3 lnmqm n:mnmclmzl matrmations & a dose of 1800 my g @5 the MRHD on a ug
2% The dawelopmental no efiact nuumznunok (oqu akent to the MRHD on a FH
Pregrancy Catagory © g: mu/mrnn Matamal toxlcity was dlso coservad a 1800 mok| Y
and well In animal studies, levet rapatam £ When kvetiracetam was adm nistared oraly ¥ regrant rats nuvm the par od of nrwwlmas §
producad evidenca of developmental toxidity, Imzlmllq mnh efiacts, at doses simlar to or i fetal welghts were dacreasad and the Incidence of fetal skeletal var ations was Incraased at a 6ose of El
sunrmmnummnn utic doses  Levet racetam extended ralease tablets should be used 0 @ (12 times the MAHD) 1200 mghgday (4 times the MRHD) was a
jur ng pragnancy only If the potential bensiit justifies the potamial rskto the fatus K} 40 devenpmental mcrmom There was No evidance of matarnal toxicty In this study
Y —
P ranTag
L AT | == | T
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n':nunumwmmnmuunn mnmm‘w ::nnn#nw'zu‘ n"émun 8.3 Mursing Mothers
ucad no effects & oral doses of up 3y
(smmm MRHD ona mulm?mn Levetiraostam Is excreid n human mik Bacause of the potantial for serious atwerse reactions In
i nursing Infarts from levet¥acetam, @ deckslon shoult be made whether 1o discontinu nursing or
Pregrancy Ragtyy il discort nue the drug tak ng Into account the Importance of the drug 1o the mathar
rovide Information ragarding the mm of In utero nqnumm lmmmm exdended releass £y 8.4 Podialric Uss
mrm. wgl 1 recommend that ng kevetiacetam axinded i1
mmm:unmn i ot AmmmAmuplh nnq(«um) pmmnu; ragistry This can =3 Safety and effectivensss In pedatr ¢ patiants 12 yaars of age and older has basn astablishad bassd
be done by calling the toll Tes nurmber 1 858 233 2334, and must be 0an2 by ths patlents thamsahes FH on pharmazoknetic data In atuMts and adokscants using kvetirapstam extended rakiase tablets and
Irrnrmlzln on tie feglstry can abo be found a the wabsits fp Awww punmmumnw EE ainn p and safety data n contrellad ped atr ¢ studles u"ﬁnu Immediat rakase kvetracetam tabkts
% {!n © (12 3), a0d Clical Stuokes (14 1))
8.2 Lator and Delivery § H
N Safely and efct veness of leveliracstam extanded rakase tablts In patients below the age of
The affact of lavetiracetam extandad releass tablets on labor and delvery 0 humans Is uninown 5 12 yaars have ot baen establishad
i A3 mnmn randomized, doubk bing, plaoabo controlled study was performed o asssss tre
“ 4o MEUmCONE and befay oral ol et of Immatiass reease [evatiracatam tablets as agjunctve
noN
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In 93 ﬁaj‘mmwm _rl':mqmy u:'tlmlu:u mmhnlmm aps 4t 16 16 yurs 8.5 Garlatric Use
uvn! p target doss of Immed ate rakase kvetracetam tab
so mvmu{' moogritive m were Maasured by tha Lelter R Attertion and mmwy (m) mn wera nsufficlnt rumbers of eMerty sul ";m In controlled trids of culw b mqmiy
Which aseasses various aspects n" cllln memory and atention Although no substantive 55 1he effectivensss of kvatincetam exte 1abIets In thase
ulrm'ny'mu wera observad between the a0 mvelacstam mm nmugn |n n mmm § it i safety of levetkacetam extended raleass it in alderly pnn\s as nn onr Woul te
change from mll'l'i.llll‘MI mmm T’:ym. n ncﬂn i 1o s .m (cacuula) :! cormparable 10 the sakty observed In dlinkal stud 2s of Mmad ate ralease kvetiracetam tabkts
rug and plac nba: or Chec! a ]
munmnmnﬂnlnullnu mm‘:;m lch;l'i‘;.mén wc::uln:gl:vmmluulmp &8 Irsnnnwn u'; mqrm'l'r;ulnnlmuua of mmadiate :‘ulmlutn':mm: :‘n‘nznml were
was dso assessad In ths aalysls n 2 worssni nwum < and over No ol rences In Wara observe en thase sul u
behavior, one of tre eight Wmmnw“‘lnpﬂummmnmmnm[ o ';! 2 subjects There were nsufficlnt numbers of akderly subjcts N controled u!ls of el pv/vb
Pracautons (5 1)] ;E S.4nn afequately assess the Immed ate In [
Stut e ofitiacetam b jsvenke ats (dcsin trom o szcnq.{lmdn’zjuninq 35 Lewtiastam unwnbumnmmulywmwmmn-/.nmommmumm
lmmwnk!mnunn waek 7 of a2) lduau up!mﬂ D p mn '"‘Dn""l e graater In patients with Impaired rénal function
spact wly, the max mum recommended gm!aymnmyml basis) did not i creasad randl function, care should be hl-n n dose anhnm an ml/ B2 ugat
Indk:ats a potantial for age spaciic mlmy 3 mmnnmrrnlmnﬂlnn [see Gnical Pharmacology (12
43 4
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8.6 Use In Pallents wilh Impaired Renal Function KTown cases of owerdose In clincal rals Cases of somnoknce, agation, aggrassion, depressad
vl of canaciousnass, TESPLNIY d8Press On AN COTR Were CCEAr WY 7N elease
The effect of levetracetam ummm nnu tablets cn nnm; Imp]m pathnts was not assessad X lavetiraostam overdoses In p et ng usa
In the controled study However, that the jevetiracatam extended releass £
tabt tted unbwouuunz'nlhrm mmuun In wmulm stutles of I agte eleasa §x 10.2 Wenagement of Overdese
wi 3
and |5 comelated WEh creatinne charanc: [m lﬂﬁ gy (123]) Dose mpl i There Is o spac1c antidots for overdoss With levetiacetam mnm rakase hblm 1 Ind catad,
Is recommended for patients with impalred renal funcion [nnooqp Adm nistration )z g5 dimination of unatsorted ﬂﬂlﬂ should be attermptad by emeels or gastric lavage; usual precaitins
<y should be observed to mal General supporthe cn of the ynm T nilcand mnunq
10 OVERDOSAGE ¥s monkoring of vtal signs nm obsenaion of e pufents ci 5 A Cartified Po son Cortrol
2R saape oumznuuuwmnm%mun lmmﬂuonmn mmmnmmmwm
10.1 Signs, Symploms and Laboratory Findings of Acule Overdosage In Humans E,; levetirapatam exiended rekase tabl
The signs ang symptoms for kvetiracstam axtanded rakase blsts overdoss are expackd to be gg W3 Hemedink
8kl to those een with inmadicts releese ievetincstam tablets § Standard hemodialysks procadures result In significant charanos of kvstiracstam (:
The highest knomn dos of oral Immdiats release Fl 50% In 4 hours) and should nnmumuuhumummc Athough mﬁr:nn.iz"‘-“ ngm
program was 6000 mgiday Other tmnmnn.mnwunommmﬂmanhm © zmm':‘:mw"m mnllmpumncm nay P
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11 DESCRIPTION :.uﬂlluumnm cm:?u N'-i:’nﬂ:iﬁ. Us;n?‘:mn the labzled lmlzlgvl levetracetam lnml_
e mellose, colkidal shicon ce lukse, polysthytens
Levet raoatam extandad rekas tablets, USP are an antiepliaptic drug avalale as 1000 mg (whik) mm nm"fn i Pysrogypropyt N oy
extendzd releass tablets ¥or oral administraion H
The chemical name of levetracetam, a single anartiomer, Is (S) = ethyl 2 cun 1 pyrroliding s USP Dissolst 08 Tt Parating
‘acetamios, Its molecular formula ks CsHiN202 and ts molecular welght Is 170 21 Lavetiracetam ks 3
chemicaly urrelaiad to existing antisplepti: dnigs (AEDS) 1 has the o lowing structurd formula ;: 12 CLINICAL PHARMACOLOGY
H 2§ 12.1 Wechanksm of Adtion
Eg band o by vmlal Exerts s affect Is uninown The
iz l‘llaplq‘llc mm of lavet asosssed In a number of anima modals of aplnri
g% 1] ln rhivt :'nsh ulzunslnmuu by madmal stimulation with ekctrical
E Y mmm o diferent chamoconwisants inima) u:lMy In mmmlml mmulmnn
and In thrashold #ests Protection r st secon lzad activty
s Tt "';'sm"b";';"r;“:g""";'s'm ooyl At R i from focd salaures Iducad by plmrnnn S VoI S o chemmoeony e ntuce
Z i { ﬁ" ) ,J" salzures that mimiz 5oms features of human compex partial seizures wkh secondary ganaral
oy SCYAES n mcwiesils 18 (57 100 1) aeed practindly Fnmikia Ciuetratetam ais o splyed PrUDNoT progerties in e kinling Mo 1 et et modm
n haxan (snlnnlnyllmmmwunu as g0 mme 48
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uman complx parthl satzures, both during Kindll umln it and in the fully Kndied state pmm SV2A, mnﬁnm be Iwoked  the reguiation of veskk exocytosis Althos umm- malecular
mpmln ve value of thasa animal models for specinc’ numm eplepsy s uncertan Inding to synaptic vesicke protein SV2A 1S not understood, levetiracstam
m anakogs showed lrlnlnlmlﬂllmlyfu‘svzlvlllm correl
In wiro and In Wvo recordings of eplisptiiom actity from the hippocampus have lnwm lm i mlmmumn acivty In aud cgenic selzure prone mica Thesa find ngs. lwlmmr“nznn
Ievetracetam Inhibks burst firing wkhout mug norma neurond exciabilty, su i of kvetiracetam with the SV24 protain may contrituta to the antiepileptic machan sm of action of
that kvetiracetam may sekctively pravent hyparsynchronizat cn of epliaptiforn burst M nu an L the drug
ProPRRLON of e Kctvy i 12.2 Pharmacodynamics
Lewet racatam at concentrat ons of up to 10 M dd not demenstrate bind ng atinity for a varkty =y ;
g :;m:;c r:mxm ‘nﬁ: a IIIUT) m::::)n Mmpl::‘:nd':npn? uunmlmn- imllDDllyﬂ: P ‘Effects on OTc itarval
g ety D asp e uptake siks, and secon: £ aion
mme#mmmm:mm '““Em"::‘."'n:"""?.ﬂ:’“ o HH Tne atics of levetraotam, atacad rease OIS o0 OTc proongaton s exgackd 1o be
: 8 same & mma eass ralease
leurotransmission Howewer, i wiro studies have damon: M'W’l GFM- g, lvetiracetam tablets on QTc prolongation was evalated In a nmomlm doutle bind, postive
a mm'g‘:'“ e hmr‘:ﬂ'ﬂe’:‘:' GABA and glycin: gated 'v'"m and partialy Irfibits N type § ewwmu (muxnw:{nmﬁo mg) ad h:gn 't‘x‘)rl'!;ml!llllml hj-m 1gﬂy ngﬂ r;:u:c
3 mg o sul 8 upper e
2 wm Inkerval for ihe largast placeto adjusted, basellns corractsd QTc was below
A saturable and stereoselective nauronal bindng site In rat brain tissue has bean descr bed
{or Ieveiracetam Expeeimental dta Tlcate Dat 0 tinging sts b the Syaple veeide 49 i Millsaccads Theretore, thera was no v dence of significant Tc prolongation niie study
noN
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12.3 Pharmacokinetics Apeneption and Distrbution
Owvbw Extandid rekas? levetracetam peak g concentrat cns occur i about 4 hours The fime 1
} eak plasma concentrations & about 3 hours longer wih extended ralease evet racetam than with
Bolll Iﬂl(y of kvetracetam exended ralease tabkts Is similar to that of the immediate releass i' mmediata releass tabkts
Iratam fabiets The pharmacoknet cs (AUC and wera shown to be dose onal 3
m.v sngle dosa aaminkiraton of 1000 mg 2000 mg, and 3000 mg extanded u-..uﬂﬂ'km i Singl admiistration of two 500 Mg exianded rakase kvetiracetam blets once dally producad
Plasma half Iife of extended release kvetiracetam |5 approximately 7 hours is acimal plasma concantrations and area unger the plasma concentrat on Wrsus t me as
i Y 5’! mnlmmpomllswnylmmnn llh!lh.b.ﬂv’lcldllyhhﬁ oconditions Ater
Levetracitam s aimost mem!y absorbed after oral ajminkstration The pn'mmnutu of ¥ 3 Intake, [( 24) Was similar
levetiractam are lin2ar and tima Irvarkant, with low Intra_and Inter subfect var abiy Levet racstam —E S.4nn o extant of nmrnmr multipk dos2 Immediate releas? tabkis Intae Crux 3N Cin g WETE kower
Is not signiicantly protain bound (<10% bound) and its vnllrm of distribution Is cios2 ¥ the :5 by 17% and 25% aMter muttipla dose extend2d releass levet ravstam tablets Itaks In comparison
volume of ml:llllhllmmmlllhrwlll S perca e I5 renally excretad multiple dose Immediate releasa tablets ntake Intake of a hgh fat, high cakri2 brealfast befora the
unchangad The major metabolk: ﬁ“ (2 (m of dose) Bllllllm'(wm gp un':'n’unnnmwmu relaas? |evet racatam tablets resukad In a Nigher peak concentration, and
ofthe mnogmuu ¥ h et cytochrorms Pach as jepandert Tha metabollies have o imown H Jonger madian time 10 paak The madian time to peak (Trad Was 2 NOUTS longer N the fed state
harmacokogical activity and are renaly excrated Plasma half ife of kvetiracstam across studies 1
wnmmmv/ 8 hours The ha 112 Is Increased In the eMerly (peimarly due to mpared renal i TWo 750 mg extanded releass levetracetam tablets wara uluqum-mmuml adinistrat ca of
claaranca) and In sub]ects wih renal Impalment s 5 UrER 500 Mg extred rekase vetiracetam ta
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Metzbolsm ‘Spectd Populdions
e M e |y ||
dose) and Is nat dependent o any Iver cytoehrome P4S0 soenzymes The major metaballte ks nactive ‘ There are nsufticint pnmmumuc data to spacifically addrass the usa of extended release
In animal salzure models Two minor metabolkes were Identified as the ict of ation of i! levetiracetam nthe elderly population
::::;mﬁvqmm il mmm)mopanng i “"«‘1’""'.5.’.".,'. '.‘J%.'ﬁu"m Sx o éf mnnmu Netics of Immed ate rekase lewetiracstam were avaliated In 16 ekdarly subjects (age
<y to 3 years) wkh cratining unmnmvngmm :ntnu mumln Following oral administration
Elmnatkn PH m\m Gally dosing for 10 days, total body clearance decraassd by 38% and the half il was
X
Levstiracstim plasma haflfe n aduls ks 7 + 1 hour and ks wnaflected by stther dees o 55 T | Ana i thece suop M"’"""’“‘m m"’"'"'""’""'"m'“m i
rapeatad admh Levetiracetam s siminakd from the systemc cmmlun y fenal axcretion FH
! Illl’ll!‘ln ﬂl’ ﬂllmm‘lq!l M%HNIII:%NG: - nwy.’ ml QE Pea\stric Patients
charance 5 e machanism of excretion ks glomaruar H
nmnmvmuum w2t partial fubular reabeception The metabol ta uch LOST s excrated wgmmu ] An opan kbel mubkerter, paralil group, two am shudy was conducted fo evaliate the
rmﬂ;ﬂh‘m YIIHEHI!MIL#: a ramal I;-I'llu (‘ill l.’\wlllbuml:rl‘:ﬂm (im nation F pmﬁ?_:huﬂt['mm ug::?&r’;:‘ tabkts In padiatric WII;I;(IS.M 18 aﬂdﬂ)
s coerel craatinina ckaranca Lavetracstam dearanc: Is ra in In adul years raitam axtans ase 0
ranal funztion [see Use in Speckic Popuistinns (8 6) and Dusage ang Adminisiration (2 ) 54 (1mmammommnmnmnamon-ynmnmnmummu-pmnmmmum
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:vﬁ;nmmummm %pulm ‘Eﬂmm Imllm In the stut &nﬂﬂﬂh&!:ﬂ[ Rend impsirment
‘EXposUa ParETRIErs, G IC, were comparable betwean pediatric ult patfes
Pragasn, The efiact of levet racetam exinded Nh!l ﬂ.bmi on lllll![ atiants w- lwl IIIHJ
of ] In the controllsd study Howewes, It s o o et o Bvstcetm
Levet racatam kvels may decrease during pregnancy i 1reated namwuumumnrmnunn n mnlmmﬂhldlmmdln nlll |mmmm
Gander i 1abiets In patients with end renal dis2as on didysis, It s recommended that mmadiate ralease
!l levetiracetam be usad Instead of levetiracatam extended release tablets
Extanded rakase BVStiracetam Crw Was 21 30% hgher and AUC was 8 18% hgher In woman L Tin &
= Ispostion of Immediata relas: levetracitam was studed n adut subpcts with
(M=12) compared 1o men (N=12) However, charanoss adjusted for body welght were comparale E§ b o1 renal functon Total body cearance of et bmuud " pmm: wit Im”m
Race ] Rand o rand functhon by 40% N the mid group (CLer = somaom Limin), 50 rate group
;2 g:u; - :n 10 50 rru'rlnle 0% In m severa renal Impaiment gnup (cu: <30 mLmn)
Formal pharmacckinetic studies of the effects of race have not bean conducted with extanded gi
ralease or Immediate release levet racstam Cltﬂ study compar sons Fwoling Caucasians (N-12) s
S T O o P e S e | | B o ) e, g S T g
races Ba 5 primarlly ranally exc nare
no mp\mmt racial differences In craaiinina clearance, pharmacokn:tic differences due to race ar i remaved during a standard 4 hour hamodialys s procadure
not expectad E3 56
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Dowﬂmlll! Dbe raduced In pat ents Potantial .glinnlmkhmc Interactions of or with levetiracetam were assessed I clinkal
ease kvetiracetam shoult nmhpﬂimonumn [s8e Dosage and Adminisiration (2 1)) ym mao "l';l':' dodes l):nmﬁnll\ mf'n“mv;r;ln :I.;':u.nml:m cnmxm‘ ‘g. .m:)
"Hepstic impaiment ] Covtran i stod 5 in cpl-puy patients Tha pokntial for dru imeractions for levatiraostam
i extended lll!ll ﬂhhﬂ k5 &pacted 1 be essertialy the same as that with mmediate release
In sitfects with mid (Chid Pugh A) to moderate (CHild Pugh B) hepatic Imparmant, the L] lavatiracstar tab
harmazoknetics of kvetiracetam were ummn In patierts with sewere h mj nmm L] Prenyton
hlllthQ et nnv{:ﬁ'ﬂ?"ﬁ‘l‘?’;ﬂﬂ ﬂ]"mum'rrwnn’n‘:;an&m:?&“:lm I’Iplt 5; Immediate rekaze levet racetam fabiets (3000 mg dally) had no effect on the pharmacokinetic
\mparment P disposttion of phenyko n N patiants WEh rafractory epliapsy Pharmacodnatics of levetiracatam were
£ s | do0 notarkctad by prenytoin
Dng Interacties g; Vaproate
10 Vit data on  or b2 subject H Immediste rase elactam Lt (1500 mg tics gl g ct ate e pharmacckoies
to, pharmacckinstic Ikractions Lavetracetam and ks major mmum at conoanirations wel abowe 5 of vaprodte n bad n‘,’,“'g,’“,:’;u"f,'.":" 500 rmg twice tally d1d rot modity ,'2 or axntof
Cruxe Ieels achieved wihin the therapeutic dose range, are nanr Innkiters of, ror high afll 3 'm.wmm- sirobid e ""“’m“' D"“’W‘
substrates for, human llver cytochrome P450 sofoms, :# hydrokse o LOP gluzurcaidation 2 Exposure b primaiy m . e
enzymes In addition, Ievetiracetam does not atect the & mullnlmnullm of valpeolc ackd s
noN
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Other Anfep lepiic D
Pcmml'zug Imlrmnm between mmediate releass kwetiacatam tabiets and other AEDs wg:ﬂn;am%mrﬂr&nmﬁuuwm ance the prammacckistics
(ﬂmll’lml‘l.wﬂl mn'g::m:g“m Qﬂbnm pmmdn, l:l;nmm and nm]mm; g 253 12t arRc 1he pharmacoNNEce of evet ra:etam acelam
placabo controlied clinical ndicak m Mm MII mot Influence the i. P
r""‘ “"'",’l'm"" of other AEDs and that thase AEDS do not Influence the pharmacokinetics of & Pmunmn a rand tubular sacretion Hnump oﬂm. agminskred at a nru of 5m m fnur nmn
44 , did not change the phammacol levetiracztam 1000 m|
i m bolts uch LD .w-?'rmlmuyﬂnuun nthe prasence of ol mwwn a\r-rrmbnvl
Oval Conr: =3 dnug excreted unchanged inihe urhe rermainad the same charance of w:b LOS7 nihe prasence
Immediate ¥, 0 mgnumm dacreased 60%, probably ralatad th compet tve Inhib tion of tubuar secration of uch
oral contracs| uumtlnhnurnnq Jﬂ"ﬂ““ﬂ”ﬁﬂglmm nramllmmlln 'E Ll o 7 Tha efiact of Immediats relass levet raoatam tablets cn probenackd was not studied
homana pmg-mm Iewsls, Indic g i that mpil contraceptve atficicy s unlively :5 . WAL TO
?P 13.1 Carcinogenesis, Mutagenesis, lmpairment of Farillity
Digoxin
In':lm:m mlwnmﬂtgclgnﬂn 1MN:qivnug;m nlgmlmmvgyﬁa’Lm m m § Lamiogemds
it At L e ot weatirostmy 10 vy o Rats were dosad with Ievetracetam In the dlet for 104 weeks at doses of S0, 500 and
digoidndd ot ANwAce the pharmacokinstics of levet! ™ 0 1800 mokgiday Th higheet doss Is & times the madmum recommanded daly human dose
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(MRHD) of 3000 mQ on @ MQYT? basls and It @50 prov ded systerTic exposure (ALC) approximately 14 CUMICAL STUDIES
6 times that ach eved In humans race ving ths MRHD There was no ewdence of carcinogenkity
Inmke, oral administrat on of levetiracsta for 50 wesks (0oses up to 560 mayg/day) or 2 yeal X The effectiveness of kwvetiracstam exended rakase tblets a5 aduncive tharapy In
(doses up 1 4000 my Inwmu no amo yitey after 45 weaks due to tolerabiity) £ onset selzures In adults was estabiihed In one mukkanter, randomized, doublk bind, placebo
was not asscckted ighest dose nmun In mica for 2 years §x cortrolled clinical study In patients who had rafractory partidl onsat salzures with or wi
(3000 mgkgiay) Is wmlmmysnmnm MRHD nnmwm! ] sacondary generalizat on ThiS was supportad by the demonstration of eff cay of mmadiate ralease
Mutaganesls iz lavatiracstan tabl balow) In partil sslzures In thrae mutticanter, rnnuomm doubke Hind,
S punu emmnm dinkcal studks n adults, a5 wel as adamonsiration of comparabls bioavallzbilty
Levet racstam was not mutaganc n u- ums n of In mammallan c2lls i Wi In the Chiness =3 e extendad reeass and Immediate rakase formulations Phammacoiogy
hameter GranyMEBHT Iﬂv eric In an o Wiro analysls of metaphass B3 ot 1% In nmn The efia levet racetam axtanded uhne’ﬂmn adunct ve therapy
ChromasamES obtaned from Chinede rnmmr ul orinan 0 wvo muss mmmchutln‘ s al onset "W"':’:,l::‘;‘r"‘ I"""l":: 12 years of age W “ﬂ'- W- basad "W" a "'U'
H",,r:,:,':: .:':’:,d:f,‘ :nm!mnnl:“ﬁ::;m w‘:m (UeoLEGT) Vs ot mutagen g! &umln adults and %nn:m mgvupm nzs/] m mmn an namnnn nnm
Imparmert of Fatilty ég 14.1 Levellracetam Extended Releass Tablets b Adulls
No atverse affects on mak or mak fertiity or reproductive parformancs were cbsaived n rats i The effectvensss of kvetimcetam mmnmnmn-numm
at cral doees up to 1630 my (6 1imas the madmum recommended human dces on a
mgnn’erv;mmhmpnmn AUC] basks) o umlplllpuc drugs) was established In one muk center, unmmlnu w pmm
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controlied dinkd study across 7 countries In patients who hed refractory partial onset setures with The relationship betwazn the effectiven2ss of the sama dally dose of kvetiracstam extended ralease
or without secondary ganeraltzation (Study 1) tablets and Immadiats releass kvetiracetam has not been sfudied and Is wknown
Stuy 1 § 142 immediate Release Leve liracetam Tablets in Adults
Patients enrciled In St -.r had atleast aight partial salzures with o withcut s2oondary ganeraltzation i! The effectivenzss of Immed ate rekease levet raatam tblets as adjnciive therapy (addad to other
durng the 8 weak baseline period and at least two part al selzuras In each 4 waek Iitarval of the iy antiep leptic drugs) n adults was estabiished In thrae multicertar, randormized, doubke blind, pl-cun
baselin2 period Patiants were taking a stable nnn umn of at least cne AED, and could take §s cortrolid cinical stodes In patients who had artlid onset salzuras with o without
a mdmum of threa AEDS After a prospective ne period of B waeks, 158 patinis wera ;§ :D;l-ﬂ.'y lmﬂ:::mllim :53 ad 4) mn;un uktion mn;g;nm:lw:;mnl;
unnnmlnnm 1a02bo (N-73) of 1000 0 suo tablets) of kvetirapstam extended releass acebo, levetiracatam aoetal
e o751 Goan ot il ovr 8 12t ESMESE pr o EE Gitn vl dan 560y Palets vuled 0 Study 2 or Study 3 g
— s 7] | iRt L e e
‘sélures for o N cne
m i -J“ ot 1#-?7-?:?&3&?‘ v ::::ul.n gn'; n'ﬂ.".". E; study, pnm’yvgn taking a stable doss regimen of a Ieast ona AED, and could take a madmum
nuﬂ:m‘ mnvmmmmam eriod was 46 1% N the levet racstam extendad releass 13 0f two AEDS Curing the baselne parkd, mmnnmmmnmnnlmmpﬂnmm
1000 mu tragtmant group (Ne7d) mn 334% N the placebo group (N=75) The -umm ] salzures during each 4 wesk pariod
percant reduction over phunn In weaMy partidl onset salzura frequancy over the treatment period
was 14 4% (staistically sigificant)
& 64
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Study 2 was a doubk biind, placebo mmm

ardlel gmugmmngnmm at 41 sites n the
unm States, mmpnmu Immediats releass mgday (N-37), Immediate ]
lvetiracetam tab Pl-lﬂl and placabo Ven In equall nmu
o twke daly Atsra e reepectie. Tasaine Parod o 12wt jaberes n gy 2 Y i! parceat reduc o In fartl sezure
randomizad to on2 of the three tragtmant g described above The 13 wnk MI‘I nnu L3
R e e L | 5 ||
3 batwean group comparisca of the Iylmm reduction n weely partial selure mquln PH nm’ﬂ:‘mﬂ.’:‘"z.%’:ﬂm"'" achisved 250% "“'”:““mm ﬂ'"":".kn:’ ’:’.}:‘
A placsbo over the atire randcmized treatmert perod (ttraticn s evaluation pa "I‘ SE mama | O n-m;mmv‘nmupso(m) nmmm,&hm‘“m, * perod)
‘Sapondary cutcome var abls Included the responder rats (in unm of pat £nts wilh 250% unumun i
from basalin2 In partial onset satzure fraquancy) The rasulis of Study 2 are displayed In Tabk 6 §§
4]
3
«
& 66
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-
Rl Study 3 was a doLtle biind, placebo mmmluu crossover st wnuuwlnlszamulnm
- i) ] ew%nn ng Immediat febate. Bliraceam b 0%, T mmediats releies
- lavetiracstam tablets 2000 my'day (u-ws) and placebo (N=111), ghen In equally dv ded doss
s ) twios dally
!n i
S n The first pariod of the shudy (Perkod A) was designad 1o be analyzed as  paralel group mq mr
- -'E 3 a pros| uumlnnpmm?m1zwnn,xmmlnsnn;3v4 randomized to one
o ™" Z3 goilew | thrae fratment groups described above The 16 week treatmant period cons sted mmumx
® titration period followed by a 12 week fixed dose evalua on mﬂnl ﬂl"r‘ whih conzomiant AED
- I 95 regimans wera hel constant The primary measura of effectivenass In Study 3 was a between group
" — '9_:, munmmmo pmn nuumnn |n ekl pm":l sature mqunqrun;mmplnnn onrro
Pheeds el Frmedaisedens E outoom: varkabl
Invetixcetars ewtiraselam ¥ lnuuuuumuupomrm mnuol s Wi nmuudunmxﬂumamwﬂmum
tablos tabiets ] salzure fraquancy) Tha results of the andysis of Pariod A are dispiayed n Tabka 7
1000 mgitey 560 mo¥ley
* sgeifcant weaus placads  (N=37) M=101) & 68
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Tabk 7 Reduction In Mean Over Placsbo In WeeMy Frequency Of Partial Onset Seizures In Study Figura 2 Responder Rak QSD% Reduction From Baseling) In Study 3 Period A
Placebo 5 bl wan
N=111) £
ix
fx
g8 ! . 0%
=3 : -
g 9
The percantage of patients (y axs) who achieved >50% raduction from basaine in weekly partial i3 5084w "
onst selaure fraquency over the ent re randomiad treatment period (titration + evaluat cn pariod) 5 %
within the thres treatment groups (x axis) I Study 3 Is presentad In Fgure 2 FH "
i
. Pazabo (N-111)  Immediste-rebiase  |nmecineiesse
] vetracstum Iovstiacetarn
i vaets tablts
1003 my/dey 2000 gty
« 20 * stastieally signicant wrss placedo  (Ne108) (n-165)
NON
ALL COPY SHOULD BE 126”3178 s - ALL COPY SHOULD BE 125" /3.175 mm
WAY FROM ESGE OF DIE UINE ANAY FROM EDGE OF OIE UINE
INSIDE PAGES INSIDE PAGES
35625 / 90.438 men 3.96287 /%0438 0
The comparison of Immediai rekase levetracetam tabkts 2000 to Immediate releass
Iewetiranatam tablets 1000 mg/ay for respondar rata in Study 3 was icaly significant (A0 02)
Anays s of the trial 2 a cross over study ylelded sim lar resuks i
QIII 4 doubke bind, placabo controlied, e nducted at 47 centars I i! et cart
was 2 doubke bin 0 o aralel group stdy co centars In g
4 ng. IMmedlai Tewas \e/era:ccum BOME 3000 makdsy (Ne180) and plosbo ;: statst cally Sgnilcart Versus plobo
(M-i“) In patients with Ml:‘n llllﬂl selzures, with or without secol @eneralzation, =§ B 021 of patlents (y a4s) who achieved 250% raduction from baselne In weel
uumnu n%ﬂnm concomant u%:mgmwn Invm uwlm doses Athra prospective 'gs ;.Jmm.q-’&'.'é, w'w ulml rangormized menu (ttration + muto’n’m
of 12 weaks, mmm 2 of two treatmert groups 2l sign within the two fraatmant groups (x @3s) In Study 4 Is prasanted In F gure 3
ﬂllrlﬂﬂ above The 16 week treatmant ﬂnl conslstad of @ 4 Vﬁll 1itration period, followed 43
l 12 week M unu IWJIIHMI plﬂw luring which concomitant AED doses were held um Eg
The pr mary 63 In Study Amnmungnu p comparison of the I H
raduction Invmﬁ)ulmnmgnq ralative 10 placebo ouer the et ré randomized treatm E K
oondary cutooms variables Included the responder rata (Incidance s
of mm wth )ﬁll% raduction from bassire In part al onset selzure fraquancy) Table S displays i
the rasults of Study
n 72
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Eiura 3 Responder Bate (250% Reduction From Baseling) In Sty 4 143 \mmediate Relegse Level¥acalam Tablets i Pediairk: Pallents 4 Years 1o 16 Years
5 -
The use of levetracetam extendad releass tabkts i pedlatric paients 12 years of age and okdr
o % i s supported by Study 5, Which was conduckd um’ i Ty Bt okt
» §x Levetirapstam extended ralaase tablets are not ndicated n chidren below 12 years of age
. L]
! . gg sy s
S =3 The effectivansss of mmadate ralease kvetiracetam tblets as adunctwe tharapy n peditic
* . e FH pmms was establshed n 8 muMkcertar, randomized nmm bind, placebo cortrolkd study,
. 4 L2 L m;n;nun €0 skas In Noth Amerca, n chikyen 4 m ars of age Wi |II11'I ;cl:;u
unco o s,
- H who an at lgast 4 partial orset setaires. uumg m 4 wnu prior 1o screening, 2 weli
H
" N nlnﬂ part al onset selzures In each of the two 4 waek baselne pariods, wers randomizad ©
Plhiceta (N-104)  Immediaiorelosse § T Immediata rekeas: kvetiracetam tablts or plnnu The enrolied populat on inclided
vetiestotam < mp ents (vt rnmu-m mmum)wmmwpmnm ‘seturas, with or
::-m 2 Without secondar ly generalzaton Study 5 consistad of an 8 week baseline pariod and 4 week
* staiteay signieart wrsss phceba (Ne190) 3 4 o peri olovea by a 10 wesk valuion parid Dosng Wes Inhies 2 3 cose of
noN
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2um a;lnmuvmnma Durig the treatrent parkod, the Immeciate rakase levet raostam ‘Flgurs 4 Respooder Rak (x 50% Reduction From Baselins) In Study
0535 were njmml n 20 8y Incraments, nznmlmwnmmmrgnumm 8%
mgkgday The ure of arict vaness n Study N group comparison of -~
n ercent raduct on In vn lnll selure nlqul rulml to I:no OvErtha antre 14 week } -
randomized treatrnent per od nn + mnmn ] ‘Secondary outcome var abks Includsd § .
the responder rate (Inc dence of pati sn% reduction from baselne In partia caset salzure L
frequency par wee mnaxymmuuuumnnmw i e
is .
~ s = - g - 198%
nnn;)ol Immediata rekass Iewetraosam Bhlets I iE .nn # 0x.
‘_‘ =
[Parcent reduction in pariial seture requency I 25 8%" I FH e
[over placeto 3 "
*eatist cally SFNCATT Versis piasbo é’ " e
The percantage of patients (y &ds) who achieved > 50% raduction i waekly partial onsst salzaurs 3 i~
mlﬂmrmcmﬂn randomizad lrmmmxm(m—mm‘mulnn period) within the two tablets
groups (x ais) N Study 51s presentad In Agure 4 5 7% * statstically significant wesus plaseto  (N=101)
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16 HOW SUPPLIED/STORAGE AND HANDLING Counsal patierts on the benafits and risks of recelvng levetiracetam exiended rekase tabkts
Provide the M.}llﬂmn Gulde to pmmanwuv caregivers, and Instruct tham to read the Medication
16.1 How Supplied 5 Gude price to racatam extendad releass tabiets Instruct pat ents to take levetiracstam
H extended ralease mm only a8 prescribad
Levet racatam Extandad Rekease 1000 mg Tablkts, USP are whita, oval, b oomex fllm ooated tablets, i
engraved with “APO on one side, “LXR 000" crithe other 5 de  They ara supplled as follows L Sulcidd Behavkor and dstin
i Counsal patierts, their ¢ rs, andior families that n:splz:: d gm‘umn n:nn:nq
Botthes of 805 (NDC 80505 3518 6) s vt &xiended raleass tablats, may Increasa tha risk of
23 alvise patients to be akrt for the smergerce of worsering of symptoms v' daprassion urusual
16.2 Storage FH changes In mood of behav or; o sukc , bahavicr, of thoughts about saif harm Advise
CE sape palefs, thekr caregivers, andior familes fo Immediataly repoct behaviors of concem to a healthcare
Store at 20° to 25°C (68" to 77°F) excurslons pemitted 10 15° 10 30°C (59° to 86°F) [s2e USP E" provider
Cortrollad Room Temperature] Protact from malsture FH
17 PATIENT COUNSELING INFORMATION ég %i. patients that levetracetam @xtanded rakase fablets may cause changes In befevior (2 g
i Itabiity 'u"ﬂuinn) Inaddkin, pat ems should be advisad that thay nu{% mp
Advise the patiant 1o read tha FDA approved Patiant Labeling (Medication Guide) in behav n wiin other fomulat ons of levelirastam, cnua aghation,
” gp  S03H adily, apay, nupv-uun. hostiily, and, In rare cases, psychatic sympto
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m.unm:&#ﬂlmlmmn e 5 00 lecting Information about the of ant eplleptic drugs during pragnancy To enrall,
Inform patients fhat kvetiracstarn axianded nu-a tablsts may cause dizaness nnn mmnnunu pxmun ail st e nurrer 1 568 ?s'“&u e g o pregnency
mrmm-mnmmnuvnv rate machinery urtil they have gained suficlent axperienc: on
levetiracatam extandad rekass tabiets to gau: wi ulmnlj "d!ﬂllllblﬂym e of 5 APOTEX INC.
operats mmlmly i. #&nnm EXTENDED RELEASE TABLETS, USP
Dmmnnhimnm Reactions iy m
vie patierts that saricus dermatological adverse reacthons have occurrad In patients treated with g wor
e g e tam 1 et 6" phys clan Immadiataly If a razh develops 2§ Apotex In: Apcta Comp
g3 Toronto, Ortar 0 Weston, Florida
Dosing and Mrinisirat o ZEmipn Canada ML 179 33328
Patients shoul b2 Instructed to only taka kvetiracstam extended releass fablets ono2 dally and to ;7
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