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5 WARNINGS AND PRECAUTIONS
5.1 Psychiairic Reactions
Patients on

extandad releass
Leyet racatam Extanded Rakase Tablets

A fotal of 6 5% of patians traatad wih kveticetam exinded rekase fablts experienced non
sycrotic banavioral dlsorders (reported as Imlabilty ang aggresske), comparad to o patierts

" mmn IMHabilty Was r2portad In 6 5% of patients traated WEN lvatiracatar extened releass
'AQQraS5 00 Was feported 1 1 3% of patlants red2d WM leveliracstam edendad releasa

e monitored for

No pat ent discontinuad treatment or had a dosa raduction as a result of these adverse reactions

There 15 considerably kss cortrolied dinkcal tid experience with levatiracetam extended releass
tabkts than with Immed ate ralease levetracetam fablets, and some afwerse react ors 1
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observed with mmediate release levetiacitam may not hawe been detecked I levetiracstam
extended release tablets din cal irials bacauss of | mited rumber of patients These adverse reactions
may however 0ccur n patients recelv ng levet ranstam edended ralease tablets

Immediate Ralease Lavetiraostam Tablets
A'ﬂllld 13 3% of adut patients and 378‘& Mpﬂllﬂtﬂ‘hm(ﬂn |H)Imvlv)1"llﬂwllﬁ
ralease kvetirapsta tablets nau mm w‘m s
B3 unm aaminn e, aniey, erscnalzat on, nnpr-inn muaon lablity,

Friabitty, nmlmn muroll and pa
10 62% and |ﬂ ﬂ% of adut lllr‘ﬂ> pedidric patiants cn m A IIHWIIM rﬂounn tind,
m

plcebo controled ﬁu m -nn the neurocognitive ang benawos

rmdite nl theragy n pediatic patims (4 {16 ymu
of ag) An mm;an nwmn Shomng i agyessive benavke n

WPt reescs “ablets In that stuy [mmnmm ra

A total of 17% of adult patients treated with Immediats releass kvetiracetam tablets discontinued
treatment cue to behaviordl adversa events, comparad 1o 0 2% of patents on placsbo The
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treatmant dosa was reduced In 0 6% of adult pat ents treatad with Immediats rekass levet ravstam
bt compared to 0% of patknis cn gacebo Oueal 10 % of padrc patenis rdtad
wiih mmed; Tevet racstam tabkts experiencad behavkord symphoms asodated wih
discontinuation or dase reduction, compared to 6 2% of padialric pat enis on plazebo

Om peront of adult pnm and 2% of pediatric patierts (4 to 16 years of age) treated with

Immadiats release Evetra: rien:ed cnpred o 02% and
2%, gl i ot e ...Z’“wmm

FcHance of pedatric palents who dscontinued treaimert dus to psychatic and non psychotic
adverse react ons

5.2 Suicidal Behavior and Idealion
Antieplleptic dugs (lEnl) Including lvetiracetam exiended release tabkts, Incraase the rsk of
0

Illtﬂllmlvhor jets taking these drugs for any Ind cation Patients treated wikh
for @y Indication should be monttored for the emergance or wnuu‘llv of depression,

1he naurcoogritive and behaviord effects of |mmum relaass levet racstam nm n pnuumc sulc a-ntnwgm: or behaor, andor any unusud changes In maod of beravior
ents 4 10 16 yaars of i treaed W th levetiacstam nced paranot
Do 10 vy Plants O e oy 3 (3 1% pHUATS Hodag s emecals e Feole aruyses of 198 plsibocotroles clnkal vl (mom ang afuctve ey of 1
pvelracetam EAEs who Exparianced oorisianal state, campared to  paterts cn plceto [see ?m]mm‘:nw Rluk 18855 0112.27) m-ucm mlmr un.»’?imm':‘&'&m
Spec fc Popustions (54)) fandomiz2d 1 plcsbo I these i aks, wh edian tresment duration of 12 wesks, the
raostat et In¥sce e of suvdcl bk 27,663 AED reated pathns was
it (unmt,m:,?ﬂ"ﬂ'mm:'m“ o o e, e popeee. s S Comyared to D 24% i 18028 prcabthated p!ﬂm repesnting an ..."'.‘:.... of
n-vnln d wthin the first waek of treatment, and rascived mm 1102 weaks ml&wm treatment sppradimataly on2 case of suiddal thinking or behavior for every 530 patiants hare were
discontinuation Thera was no difarance between drug and placabo treated patients In the four sulc des l"ﬂNF patients In the trials and none l" mmnn nl"'!\ but tre
13 14 rumber is too smal t alow m[ conzluskon about drug effect on suc de
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g drug tragtma and pal rthe duration 5!
most tr als Included In tre nl(m dd ot extand beyond 24 weeks, tha risk of su chdal mmmx o ldccn  PiacesoPumierts Drup PN RSN RIS wts in Em'f,m'g'“‘l’u
behavior beyond 24 weeks oould not be assessad b mmpr' mm Drug eege wiin
e kot cuid houghsor baharr wes eowray condsen among drogs i e gt s frr— Eerts par
The Trding of Incraase of varyng mi jon and across a range of Eple] 70 34 35 24
Il ans suggets mmf-mk ppl e to dll AEDs uud mmylmunnn T rsk ok not vary mﬂm 57 H 15 H
by age (5 100 years) Nth ci nical tials anayzed Table 2 shows abeciute and rel otber 10 18 19 H
mkwlmmonmmwmnm 4 . 13 I

The rafaive risk for Sukidal thougres or benawior was Higher n cinical trlais for eplkpsy than n
dinkcal trials for psychIaITic or Gthar condions, but the absokits 5K diTerences Were sim ar for the
epllepsy and psych ar c Indlcations
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and mortalky and an Increasad r sk of sulc dal thoughts and behavior Should sulcidal thoughts and Lewtiaoitam Extandid Relges Tabkts
behavior amerge during treatman, the T needs 10 cons der whether the amergenc of thase

symptoms n any ghven patiert may e Felaat o e iness be g In the levetiacetam extended release tablets double bIg, cortroliad fidl In paierts exper ancing

partid onsat selzures, 7 8% of patients treated wih levetiracstam extended releass tablts
jents, thalr JIvers, and fam lies shoud be Informed that AEDs Incraass the risk of sulckdal Exparkncad somnoknce, compared to 2 5% of patients on placebo
ll’nllulllllmhl! I‘I‘l!lﬂllﬂhmmm nead fo b2 akrt for the emergence of worsening
of the sigws and sym) of Gaprassion, any unusudl changas In mood of behavk, o the No patiert discontinuad treatment o had 2 dose raduction & aresuk of these advers: reactions
emargancs of suic dalt nmn bahavk, of thoughs about sef fiarm Bahawiors of concern should
be reported Immediately to heakhcare prov ders There s conskdrably less controled dinkd trid experiencs with kvetiracstam extended release
z tabiets than with Immediata rekase kvetiracetam tablets, and soma nmm mnm- cbearvad
Ripm 5.3 Somnolence and Fatigue E with Immediata rekase levetracetam tablts may not have been detected In racetam axtandad
] rekase ta0Iets clinkcal trils bacause of Amited rumber of patims These mm reactions may
Patients should be maattorad for somnclence and fatigue, and be advised not to drive or oparate i H howeuer occur In pat ents recelving lewetiracstam extended rakase tablets
machinery urtl thay haw gainad sufficlert exparance on levetraostam extandad rekase tablats ]
to gauge whethar It adversely affects thelr ablity to drve or oparata machinery In cinical triaks of 1 Immediste Palegse Lavatiractam Tablets
Immediats release kvetiracetam tabkts, sormnolence and asthenia occurred most fraquently within ;

e first 4 weaks of treatment. In ’lllll the Inc dences of somnolenca and Tat gue In the pediatric partial onset selzure studies

7 Ys ke 10 thoss of the adult partial cnsst salzure studles
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PRINTING PRETRO .
G L B | R B |
INSIDE PAGES | INSIDE PAGES I
354257 [ 90,481 w0 2.5628° /90488 mm
1 1
Ir;ﬂnnngv':.nnl; nslrlnn:rmm.;v;?“hp mﬂnwwm onsat I!IWIUB 14 l: ('7: 5.4 Serfous Dermatological Reaclions.
P WRh Immediats rel SOFN0JEnce, Compar
34 of paterts on mnnmmr:;:n 8 80 clar dose resporma op 0 3000 mpke 10 & sty in : Sarlous ummuﬁul fuactons, lncludag Stavens Johoscn syroms (S5 i xc epMemal
e was no tiration, about Tece VI raportad somnoknce chidren u
mmnammumu serlous In 0 3% of patints treatad weh medate rnlmllmt § ety e of fata s npnmm 14 to 17 days, but cases have been npnmn s our
tablets, cormparad to no patierts on placibo About 3% of patients treated with L] months atar Initiation of traatment Recurrence of the sarius sMn reactions following recha Il‘g
levetiracztam tablets discontiued treatmert due to somnokncs, compared to 07% Mpl\hllll on ;‘,: has alkso bean NWM Lllll":ﬁﬂl tanded rekase tablets should
20200 The does was reduced due to somnoknce In 1 4% madiate s discort nued & the first sign of a rash, uniess the 15 ciearty not drug rei@ad If signs or
ievetiracatam lﬁ“l’ﬂln 0% of patients cn placebo, wm'oa% nnm mmmnum =3 symptoms sugest SUS/TE! mmmbnnomounrnuumm Iﬂllrl‘gmiﬁmv‘
- Immediata relas: levet racitam tabiets wera ho: mu e fo o FH - : b consigare
e z nn
In controled trais of ault Nﬂl‘h WIN epllkpsy experiencing partial cnsat setures, 14 7% of 55 5.5 Coordination DiMicullies
atlants treated wih mmediate ralease levetiacetam fablets raported asthen a, compared o @ 1% 3
9 of patients on placabo Treatment was disoort nued dva Inlﬁllni in0 H%(ﬂ plll treated wih gp Patients shoud be monitored for coordination d ffcukies and advised nct to drive of operate
Immediats relass levetiracatam tablets, compared to 05% of patients on placebo The doss was § machinery urt| they have gained suffclent axperience on levet raoatam extanded relass tablets 1
reducad dus to asthena In 0 5% of patients treated w th mmediate rekase kvetracetam tabkts and -1 gauge whether It coul agversaly affect thar abiity to drive or cperate machinery
In 02% of patiants on placebo «
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Atotal of 34% of adult pat ents treated wih Immﬂlll relase levetvacetam tablets experkncad 5.6 Wilndrawal Selzures
cocedination diMicultes, (reporied as elther ataxia, aboos of Incoordingt on), comparad to
| 8% Ol jerts on ﬂl: ﬂpl 1otal of 0 4% of patients hm led trids llmllrll)lﬂ Imlmlh ] Artiegileptic drugs, Ncluding levetiracitam extended releass tabkts, should be withdrawn gradualy
vetiracetam tablets treatment ﬂlllnlx)h ullll mmnn ynnn\\nn ﬂlﬂm In07$01 £ 1o minimiz2 the potantial of Increased selzure frequency
pnmstmwm Fimedite reeass of patiants §
dosa was reducad due to coordination ﬂmhlllhn thl! on M |!I m patierts wu ﬂhlhll | 5.7 Hematologic Abnorma lities

due to worsening of pre existing atada These avents cocurred most frequently within the first 4
waeks of treatmant Although there were no obwous hamatologic abnormalties obseived In the Evetracetam axtandad
rakase tablets cortrolld study, there Is consierably kss cortrolled dinkd trial rence with
racetam extended riliﬂ tablets than with Immediate ralease levet racstam tablkts, and some
adverse reactions cbserved with mmadiate ralease kvetracetam tabkts may not hawe bean datectad
In kevetiracatam mma ralease fabiets ciin cal trials because of limited number of patients These
‘afwerse raactions may however occur n patients recelv ng levet rastam extended rakase tablets

H Cocrdination difficuttiss wera ot obsarved In the kvetracetam extended rakase tabkts mmluu
nign trial Thare ks conslderably less controlked dlinkzal ir al experlenca with kvetiracetam extended
tablts than with Immed ate rekease levetiracstam tablets, and some afverse reactions ooumu
With Immed ate raksaze kvetiracetam tablts may not have baen datactad In kvetiracetam exanded
ralease tablets ciin cal 1r als bacause of limited number of patiants  These agverss raactions may
however 00cur I patiants rece ving levetiracatam extended ralease tablets In cortrolkad trials, a mior but statistically significant dacrease (comparad to placabo) N total mean
REC mn &u 03 x Nflmm’) mean nmmnnh (nm WL) and mnn hematocrt s z
saen nts treated with vatiracatam tablsts A totdl of 3 2% of adut
s e wih Immadla Tl Eveiacatn tablets, o atol patierts on placsbo
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had at kst on2 02 4% of palierts tradtad wiin In the controled padiatr ¢ cognt ve and ical saety study, two subjects (6 1%) I th
i oneas aatraagam Wb ve 1 Ani’ o patints ca piacebo fad af eait one possiy lackbo Qroup and S subfects (5 46 In e | rmeies reese (eelvssaam o o J mup
significant (<1 0 x 10°/L) decreased nautroptil count O the patiemts treated with Immaglate releass had high ecsinophll court values ke posskly cihicaly ugnnmm (nw or20 mu'n.]

levetiracatam tabkts 2 low neutrophl count, all but o2 rose towards of 1o baseline with
oontinued treatrment No patient was discontinuad s2condary 10 kow neutrophil counts

In padiatric patients (4 to <16 years of age), mthl![ significant decraases n WBC and neutrophil
wllllllvﬁllulllll & ents fraated w th Immediate rakase kvetiracetam tablets, as compared 1o

5.8 Selzure Conlrol During Pregnancy

plsma kvels of levet throughout ynunn:[
This decreass bmauwglwwnun ommmmm imestar It s recommended that patk
Cios2 montoring should continue through he volplmlm

placebo The maan decraass from basellng In the mmsdlate relase yelracetm tth greup monkored carefuly d
H were 04 1090 and 0 3 x 10°/L, respectivel, wharses mn wera small In:rass n the placbo periad aspecialy If the dnn s changed during pragrancy
Wipm group A signiicant Increase In mean ralative Iymphocyl counts was observed In 1 7% of patients

mm wih Immadiate release levetiraostam tabkts enmpnd 10 2 decreass of 4% In patients on
place

6 ADVERSE REACTIONS
The ollowing adverss react ons are discussad In mare deta Is I other sections of labeling

AL GPY SROULD BE Y6K2" 1.967 mam MY PRGN

|nmmrmuhm¢mm- ﬂFiD abnormal

treatad wiih Immedlata releass [ewetiracstam wbits, compared 10 no patients « Psychistric Reactions |muwmmnm 1)
lm However, there was no apparant difrance betwean treatment groups with llqlu:l 1o « Suldddl Bahavicr And hﬂnnw Him# Precaytions (5 2))
il count No patiant was di inuad sacondary to low WEC o neutrophil counts: = Somnokno: And Fatigue [see Wamings and Precaot ons (5 3)]
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6.1 Clinical Trials Experience
Bacause cl nical trials are conducked Illl:r muyvamnnwm!hnl BOVErSa react on rates coserved

Inthe cinic triais of aug
and may oot refict te rakas cosened in practics

The prescriber should be aware that the adversa reaction Incidence figures In the mmrq tabl,
obtaned when kvetiacetam extendad rekas: tablets were addad to concurrent AED M:r
cannot be lnui to precict the fraquancy of agversa reactions In the course of usual madical o2
where patint charactaristics and other factors may diier fom those peevalling dur ng dlnml
trials slmn ), tha CRad fregquancles cannot be diractly cormpared with Tiguras obtained from other
cinkal investigations IMnn difierent treatmerts, uses, o Ivestigaters An Inspection of these
frequenzis, howeves, do:s provid: the prescribar wih one bass to estimats the reatve

mgum of drug and non drug factors to the adwerse raaction Incidences In the population

Lewtiracatam Extandad Rekass Tabkts

In the cortrolied clinical study using lvetiracetam extended release tabkts n pat ents with partial
onset selures 1{!7- most Yequently raportad adwerse reactons In pat ents racaNing

vetiracatam 1abiets In comb nation w th othar AEDS, for avents W rates graatar
than placebo, wera ITtabilty ant somnoknce

Table 3 IBts agverse reactions trat occumed In & least 5% of eplepsy pnmm mn with

lwatiraostam _extandad rlnn tablets Ipating In lacebo mmmlln

and were numer cally more comman than W‘EW‘ & mJ’ Wiih plas| mu ﬁn v‘mr
levetiracetam extended rekase tabkts or pll: m ao®d to wn:mrn AED tharapy Adves

reactions were usualy md to moderate In Intersty
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Disc ontinuation or Dose Reduction in the Ralegse Tabers
Stogy
In the cortrolkd dinkd mq‘ using levetracetam extandad releass tablts, 52% of patints
I'IHPIIIU kvetiacetam eleas? tabkts and 2 5% recaving placebo discontinued as aresut

@ adversa raaction The adverse reactions that resulted In discontinuaion and that occurred more
mqul‘lly in i reatam efanded e g QST T D0 TR a3 v
st splegsy, mouth e on, e andrespraory s Ech f e s e co
1o dbcontinuztion n 201 T lacebo eat pants

Tablk 4 lists the adverss raactions seen In the controlled studles of mmediate umn Illﬂlumm
num In adult patierts nqurhm:ng partial onset seizures Akhough the pattern of

he much smaller rumber of patiants in this mnycnmpnu In the hnlﬂm l
The adwerse reactions for levetiracatam extended ralease tablts are expectad to be !ITIII h ﬂlm
526N wih Immed ale rakase kvetiracetam tabkts
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£
romadiate release tablets s adjunctive thera) m mr i
AEDn N aduts with partial onset selures, the mast mquny reported adverss reactions, 4
than plcebo, were i
is
Tabke 4 fIsts IWCM rﬁdml Hﬂ nu:uma Inlllll'%ﬂl!llll vhpv‘rnmmm wih =3
Immediate releass m IE placzbo control wera
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Pedistric Pstients 4 ¥ears fo <16 Years
Ill uoonu lmlgl 0f two controlied ped atric dlncl studies hd!ll!'l’!lfn 16 years of age with
12 adversa raactions most frequei orted with the usa of Immediaa
Nh Jvetiracetam tabkéts | combiation Vllh othar AEI m WEh greater frequency than in
patients on placabo, were fat gue, aggresson, nasd congestion, decraasad appetite, and Frtabilty
T T Tabk S Ists adverss raactions that cocurred n at kast 2% of pediatric patients traated with
r 3 Immediat? releass kvetiracetam tablets and were more commonthan n padi ents 0N plapabo

these studies, ether Immediate rekase kvetiracstam tabkts

n
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Comparfson of Gender, Age and Race
E releass tablets o support a statament regarding
£ the distribution of advarse lxplrlm: reports by gender, age and raos
;! 6.2 Postmarksting Experience
s In 334 tion to the adverse reactions |sted above for Immed ate rakase kvetiracetam tabkts fsee
:n mﬁgﬂlﬂm cinkal !Iﬂl! n wmll:lsl A 16 & of l\h;ll treated m =3 r m e ’f'l 1)}, the following adwerse m.;l.‘u;"! have been Iilngfh.'ﬂ'ﬂ’ul' ';m%”m
mmediats rekas: on msrm a5 3 rasul H acetam lurtarly
anadverse svent " EEosipe from a population of uncertain size, & s not aways pmlnu 0 rallably estimate the r frequency or
H establish a causal nl!nni’lp to drug exposure The listing Is d Vﬂnllﬂﬂ abnormal Iver function
In agdkion, the following adversa reactions were s2en n other well controlied studies of Immediak H fest, chorecathetosls, dysknesa, erythama multiforms, hepatttls, hyponaremia,
ralease |evatiracstam fablets balance disorder, disturbancs In attertkon, eczama, hyparkneska, 4] Rukopenia_ muscular weakmss, newtropenta, pnmn! ‘guwymplnn (WEh bons marmow
memar paimr, maigs, rsanay dicgis, s, ad Vs blued g :‘? ::i:n mmau o m:::'ﬁ:mn releass lwnrnnm use; rsw:El; a: ﬁmﬁ.
¢ maorky of cases whare Immed ate rakase kvetracetam tabkts were ﬂlKDm"Ilﬂ
a7 38
NON
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7 ORUG INTERACTIONS

No sgnificant phamacckinetic Interactions. were obsarved betwesn leveliraostam or ks mi
metabolts and concomtant medications via human Iver cytochroms P4SO ksoforms, 8
mﬁz&u&wnmm erzymes, P glyoopeoten, of renal tubular sacretion [see GV cal
8 USE IN SPECIFIC POPULATIONS

8.1 Pregiancy

Lewet raostam kevels may decrease during pregrnancy [see Wemings nd Precsutions (S 8

Pregrancy Catagory C

In arimal studies, levet racstam
producad evidance of developmental toddity, Inchuiding teratogenk: efiacts, at doses sim lar to o
reakr han human therapeutic dosas Leve racetam extended ralease tablets should be used

jur ng pragnancy only If the potential benst [ustifles the potantial r sk to the fetus

Ora atminkiration of vetostam o femai s trcughout pragrancy and acaten led 1
ased cdences of mror fetal skektd abnormalties and retarded ofsprng growth pra
ntwpmm i doses 2350 mokg ey (equalento h masmum fecommened numindossof
3000 my (MRHD] cn @ mg/m? basks) ad with Increasad pup mortalty and offsprng beravioral
ataratos atadoss of 1800 Mk ey (6 tmes e MRHD ona mym? basis) The daveiopmenta no
was 70 mo¥ imes the MRHD cn @ mg'm? basls) There was no overt matarnal

mnny attne doses s study

Oral administration of levetiraostam to pnqnn rabbis during the period of 0rganoganes s resuitad
ln lmn-n cmn el mortty and licressed rekences ov miror fetal skeetd ltmnrmlnn
(4 timas an on a mym? bask) and
,'1 n:mrusamzl matiematons & a dose of 1800 m,
mulm isls) The oaweipmanta n erct dose vas 200 mok
i ) Matemal toxicity was 1800 mo¥gdsy

nﬂlcmnumlw
e o WD on o
(lqu Ent to the MRHD on a

When kvetiracetam was adm nistared oraly © wmm rats durkg the par 0d of organogenzs,
fetal welghts were dacreasad and the Inckdance of felal skeletl var Increazed at a 0ose of

0 mydgiay (12 tmes the MRHD) 1200 mghgiday (4 e MRHD) was a
40 devebpmental no efict dose Ther was no evidance of maternal toxicty In this tudy
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Tedimert of als Wth ivetiractan durn
producad no adverse davelopmantal
(6 times the MRHD on a mgirm’ nun)

Pregrancy Baqisty

To proviia Information ragarding the eficts of I ute to levatirapstam exended releass
Jiiety ﬁg{i ans are a0isaa 1§ recs i et patiets (g WTaCEG exenden
ralease {atlets enmil nthe Nnm Ammnmupln;zmwmum) pllgmnw Ay Tils

e dom: by callng el ee 233 7334, must s o by the gt

Irformat on on the ngnyun |ho umnn lmmunmo mm M punnmu/nguryorw

8.2 Lator and Delivery

The effect of

the last thind ﬂf

i effects & o zﬂ‘ﬂpﬂ; e nwum.[

extandsd releass tabkts

and delvery n humans &5 uninown

8.3 Nursing Nothers

Lewatiracatam Is excreied In human mik Bacausa of the potantial %or serfous adverse reactions In
nursing Infants from levetracetam, a deckslon should be made whether 1o discontinue nursing or
discort nue th drug, tak ng Into account the Impartznze of the drug 1o the mathar

8.4 Pedialric Use
I efclvnass npedair A 2 Y of g 210 o s eun et ased
s an 5

on pnmmuumﬂc data In adul g ase tablets and
and safety data n controlied mmc studles using Immediak rekase blmmhhmx
(61), Gincal 35), o 41))

(

Safely and efact veness of levetiranstam extanded rakiase tablts In patients bakow the age of
12 ysars have ot baen established

AQIIIIIIII!I randomized, ICIIDI bind, placzbo controlled study was performed o assa
and be ﬂ!l:g! I HY :

tremapy In 98 Dlllm: erts with Inadequately controlled partial saizures, ages 4 m 16 III
le ﬁ Pg N-34) hr'!'llll:ln lllllllmD!I:h rekase kvetracetam < y

“ 4 MEUmCIGINE of Immadiats releass mmmwmum]uma
now
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1
8.5 Garlatric Use

sn m mux were Mazsured by the Lelter R Attertion and um (m) There yare nsuffcent umbers of ebery subts i contrled tids of ey to atequately
Battery, whk: --ns Mnunmmumnm .\.rxllll atention Amnnnnmmnhmm ] 1he effectivenass of kvetiracetim extendad releass tablets In thess pat ents It Is npmﬂ
differénces were observed between mm nmnm Ill Il’l ﬂllhll i ml |II safety of |mncnm exdended raleass tablets In 2lderly pat ents 65 and over woull be
change from Wll'l'i.llalﬁl m’y: “:ym. o n(ﬁ‘ﬂ lllﬂ\l o HH (CBCMM) =! comparable 1o the satkty observed In dinkal stud es of mmed ate r2lease kvetimcetlam tabkts
1 and pla: nba: or Chec! a [
munmunluﬂuga:%w;mﬁcmmmg ?B!“:ﬂ.ligmﬂ mn‘tuln | protiems, ig :;ln:ln Sl'z ﬂq’fl“dl'l"l dlﬂlllﬂm‘lll of mmadiate almlw’lﬂ';lmnbilg‘b":lmml Were
In a worseni nwulvc £ and over No owey r2ncas in ware observe en thesa sul unger
beawor, on2 of the aight syndrome soores, In patiants traatad wHn levetiraostam [sse -] Wan ngs and PR subjects There wera Neufiicht numbers of akdrly subjscts i cortroled trils of uu‘o 4
Precautons (5 1)) ZE sadfmn | afaquitel assess the Immedat in
Stut s of etraotam uvente et oz o g uzszmq&m “?zlm"“ gs ity dney, and
from waek 3 through week 7 of age) a dcess unmu u N ms dmmml] e gunt n pmm with Impared el nnmun Bacause Em
fespact wly, the max rmum recommended padiatri: dose qmnmglm basis) di i creasad randl function, care should be taken In doss slllmrun m'[buuwml
Indizata a potantial for age specific iowcity 3 m mnnnnrrnl function [see Ginical (123
43 “
nON
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8.6 Use In Palients with Impaired Renal Function hnown cases of overdose In clincal traks Cases of somnoknce, aghation, aggression, depressad
havel of conschusnss, mplrn:g depress on and coma were cbesrved with mmadiate release
The mmmlwmmm mn ruiu hh'ls ul llllll[ lll\p]lﬂ patients was not assessad ] levetiracetam overdoses In p g use
In the controled study Hi nll eveliracatam extended releass £
F'B:Im l:n‘l:vcnunuu;'nlrrm nm:;nlnmvlmn n.mn:'nn:nlmm — i' 10.2 Management of Overdase
racstam larancs of levetrac creased In wih randl Impalme ‘
and 15 comelated wih creatinke cRaance [se % 123 ose .,,';';,..m H Ther s m spc At for verlos wih eeeatam axended ke bks If I cate,
s recommended for patiants with Impalred renal ncon, [s8 Dossge and Adkm nistration }; diminion of unatsorted drug should ba ateTptad by amesis or al precaiticns
should be observed to maimtan General supporthe C'! 01 the plllﬂ Is mlum rl:lll!l
10 OVERDOSAGE monkaring of vtal skgns and observalion of the patkt's i 5 A Cartitkd Po so

10.1 Signs, Symptoms and Laboratory Fingngs of Acule Overdysage In Humans

The signs and symptoms for kvetirapstam extanded rakase nm- overdoss are expackd to be
umf’m thoss s2en wih mmum release kvetiacetam tab a

The highest known dose of oral Immediate releass kvetiracetam rece ved In the clnlmlavuhm-m
program was 8000 mgiday Other than drowsiness, thare wara no adverse react cas i the

Canter should be contactad for %ID date Information an VI mmmn of WII(!Q with
lvetiracetam axiended rakase tabl

10.3 Hemodialysis

standard hemodiaysts procadures result In significant claaranca of kvatirapstam (: lf“

50% In4 nmm and shoul be comsidred hmsdmme Although hemod alys s has not been
perkoemed Intha y by the patient's cinical state

46 of In patients with s gnificart renal lmplnncm
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11 DESCRIPTION

Leyet raostam extanded relass tablets, USP are an antiplisptic crug avalaie as 1000 mg (whlk)
extendd releass tablets ke oral ajminisiration

The chemical name of levetracetam, @ single enartiomer, 15 (S)  ethyl 2 cwo 1 pyrrciking
acetamigs, Its molecular fommula ks CaHiuNz02 and ts molecular weight Is 17021 Levetiracetam 15
chemicaly urelaiad to existing antlplepti drugs (AEDS) It has the 2 lowing structurd formula

H,

racstam, USP 5 @ Whta to off white powdr It I very solible n mr(mognoomu Itk
vmz solutée In chioroform (85 3 %/mn mL) and h mn 0l mgn , s0Lie In ethanol
mL), sparigly aostonitr[e (57 §100 mL) and practicaily Feolible Iin
n nmn (snmn Ity limits ara nprnmln 9100 mL mm

Lewetiracatam exinded u!-u mlm USP contan the labaled amourt of levetracetam In-:lm
Ingredlerts hypromellose, colli gyodl
tanium dicxide

USP Dissolst on Test Pending
12 CUMNICAL PHARMACOLOGY
12.1 Wechanism of Adtion

The precke mechanismis) Hy which ummm Exerls s antipliptic affect 5 unknown T'IO
artiep leptic acthiy of kvati 5364 In @ number o1 animal modals of opl
res. did lﬂ nhibk i.nsh nlzum mmm D[ maxd I

current or different chemoconwisants l:wty In mmlml mmuhﬁnn
and In thrashold #ests Protection was cbsarved, mvur jast secondarly lzad activity
from focd salaures Induoad by plocarpine ang Kaink: adid, two chemaconyul lls hat Induce
salzures that mimk: some features of human complex partial selzures wEh secondary generalization
8 Levetracetam also d splayed Inhibliory properties In the kindling modkl In rats, ancther modsl
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ocomphx salzures, both during kindling davelopmant and In the fully Kndied state

partial rotain SV2A, thougtt to be ivolved n the reguiation of veskkk exocytosis Although the rlﬂ!:llhl
mnpmlnvaeluamn-u animal models for specinc types of human ep lepsy Is uncertan & mzn ot eethacetam by ¢ o oo

nding to synaptic ichwmnswmnmn-m

for levetracetam  Experimental data indicate that this binding ste & the synaptic weside 49

lated anakogs showed a rank odsr of affinity for SV2A which corralated I""..% z

10 wiro and in Wvo recordings of epliptiiom actvity from the Hippocampus rnn shown tret g mlrmnknmvlylnmqmuumu prone mica Thess find ngs ulwlmm lon z
|mtnu|n Inhibks burst nnm WiEhout affecting norma neurondl exclabl HHU‘"‘ i levetiracetam with the SV24 protein may contritute 1o the antieplleptic machan sm of action of i"
lvetiracetam may selectively pravent hyparsynchronizat cn of eplieptiform Dllli\ firing an - he drug H]
pmplmlun of satzure actitty 2 iE
mmumnoommmmnpmw 4M dd not demcastrate bind rg atiity for a varkty E 122 Pharmacadymimics 5,;
receptors, such a those mum Wih berundlazep nes, GABA iganm o amimbsyr: ‘Effects on T rtarva) g
ﬂ]. uml’l NVDA (N methyt D aspartata), re uptake sies, and second mi 'E

Furthemors, in o studks mmnmvnnmmnonwm:nmmmnmn-vn a0 The efcts of leveliracstam xtanded releass Bblets - e prolongation s expackd m be ¥
'N'""' o7 T type cakium currerts and does n wﬂ‘“ﬂ nmmy ﬂﬂ'! he same @ tat of Immadiats release levetracetam tab ?n lW '*D: i
eurotransmission Howewr, i wiro mm m damon: vt tablets on OTc prolongation was evaliated In a mmm mm biind, pnslm 2

modultors of GABA and glycin: gated cuments and partialy """m" 'YP' cortrolld (mox floxacin 400 mg) and placebo corkrolkd crossover shudy of mmadiate release H

caldum currers i neurond calis lvetiracatam mhm (1000 mg or mg) n 52 heathy subjcts The upper mlnl of the 3

A saturable and sterecselecte naurcnal bindng site 1 rat brain issue has bean descr bed S0% coigenas Iyl for e argest placeto adjusted baseiine correctad T was Dalow

justed,
S ilimocnds Thereie, thare was i o GRcaor SipiNcant 4TC peiongaton s sty
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12.3 Pharmacokinetics
Owvkw

B 0ava labil ty of kvetracetam exended ralease tabkts Is similar 1o that of the Immadiate releass

s s T BMEEONNR oS AL anf Goe) e Shon 1o b 56 prapetosl
e ingh dosa aImINSUALON 1 1000 mg. 000 g, 0 3000 T extanded riase vt Faceam
Piasma hat e of extended reléase kvetimcetam 15 3pproximately 7 hours

Levet racitam s aimost :amplnty abeorbed afer oral ajminkstration The Mmmnn(a of
levetiractam are lin2ar and time Irnarkamt, with low Intra_and Inter subfect var abiity Levet
n mn uunnwmy protain bound (<10% bound) and Its volirms o1 ulanmmm oo B

IIH’I u"T'ml::lw mn‘ﬂ‘n’l? ey '.w“p 22'5 uum Blrl lllm mKﬂ ]

ul

e detante q'ﬁy kit roms P4S0. «(p-nnn m) o es o o

prarmacokogcal iy and ars an .2 axcreted Plasma half Ife of kvetiracstam across shudles
5 approximataly & B hours Tre half 1 Is Increased In the ekerly (peimarly due fo mpaired renal

charance) and in subjects with renal kpalment s

ALLCHPY SHOUD BE 1W2* /3,987 i AMAY PRI
0P AKD BOTTOM FEGE OF ¥ L3S

Apsneption and Distriwtion

mlnml relass levetracetam peak g concentrat cns occur I about 4 hours The time o
eak plasma concentrations & about 3 hours longer wih extended ralease levet racetam than with
immediats releass tabkts

Single ummm of two ﬁﬂ ﬂv axinded rekase Mm H.hlli one2 ully producad
rabk maximal plsma cor s and area ungsr the plas WrsUSt me as
i mnlmm Mmlwlmmﬂﬂ un-ounlmwn dlfy I’|Il n w’ﬂﬂbll Atar
muttiple dose extandad rel 24) Was similar
1o extant of exposure after multipk dosa Immediata nnn nmm lm.lu Cn. lmc’.. Were mr
by 17% and 26% after rlllmpl 0052 Extendad releass Ievet ravstam nms a2 In mp-n
multiple dose Immadiate releass tablets ntake mmmnﬁum.nﬁ lorke bre; mnn
d rel d In & Figher peak c mnmm

a5
longer madian time 10 paak The madian time to paak (Trxd Was 2 hours longer n tha fed

Two 750 mg extandad releass levetracetam tabkts were hlllqlﬂllim 1o a single administrat cn of
52 three 500 mg extended rakase kvetiacetam tab
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Lovutacatanis actesoshe uabondi s ThO mak bl plhvey 810 oyt
hydrolsis of 32 group, Which produoss e carban ackd mitabcle, Uch LOST (4% of
dose) and b5 mtuqamm any IVer cytochmme P4SO soanzymes. metatel

I Sl S odes Twa e TSG0lEaS Wars IGenihad o 1 rosuct of atin of
the 2 axo pymoldine r of doss) and cpenhg of the 2 ko pyrralidie Ang n postticn 5 (1% of
dose) mmm Ll ﬂﬁ‘m |I"E3W“m of iracetam of ts major "’!ﬂ“;nl @

Levstiracstam plasma hafifs n aduls & 7 = 1 hour and ks wnaffected by eltner doss or
repeatad admhi Lum:nm s siminakd vmm the mmc clwm ymnl mmm
B incnged drg i eprusats 68 of ai body dearan &
095 mU/ml the IIIE] :nmn k06 l’llllllﬂw The IIIGIIHIH of excretion k& gﬂ"lﬂl'
tation winsubseguant fata bl ritecrgton The ot uch LOS? s excated by domrir
and active ubuler secretion with a renal dlearance of 4 mL/mil etiracetam
TECatekAa 10 Ce BN R LoV FSEAA a6 10Rel patierts with mpalrad
ramal function {5 Use in Speciic Poputions (3 6) and Dussge and ASminsFation (2 1))

EI m|ﬂﬂl|ﬂ
ey

There are nnum:hm pnmnunmm data to spacifically address the us2 of extended ralease
levetiracatam nthe dderly populat

Pramacoknetics of Immed ate rekease lewtiracstam were evabiated In 16 ekdarly subjects (age
6110 50 yes) wih cretinsdearanc anging fum 30t 74 mu/min Fllowng ol aminkiaon
of twkce daly Gosing for 10 days, total body clearance decraased by 38% and the ralf Ik was
25 howrs uﬁummultr&mmnmwn‘m msmnmuryaummmm in
renal function In these sub)

Pedisiric Ptients
AN open label mukkentar, pamhl group, two amn study was conductad to evalate th
pharmacokinatics of levetiacetam extandad rekass tablts In padiatric patients (13 to 16 years uu)

and In adults (1810 55 years cid) with epllspsy Levet ranstam extanded rakease oral tabkts
54 (1000mgto 3000 mg) were admifstared cnce daly with 2 mrimum of 4 days and amadimum
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of 7 days of treatment to 12 padiatric ,ﬂmm and 13 adults In tha study Dose normaltzad steady
stata exposura parameters, Cra and AUC, Were comparable betwean pediaric and adult paients
Pregnancy

Levet raostam kavels may decrease during pregrancy

Gender

Extanded r2kase kVEUrCEtaN Crar WES 21 30% Nher and AUC Was 8 18% hgher In womzn
(N=12) compared 12 men (N~12) Howsver, chearanoes adjusted for body WeIght were comparatie

Race

rormnl pmnnmumic ﬁuul- of the effects of race have not besn conducted with extended
of Immadiate Cross st COIII 50N IwoNing Caucasians (N=12)

nm 3 ssans 5 (1-12) Towerr, o tat prarmacki immediats release kvetiracatam were
1he two races Bacaire kvetiracetam Is pnmnyunly axcreted and there are

no l’lFlﬂ.ll racial differencas In craatining clearance, pharmacoMnetic differences due to race are
not expected %

Rens! Impsirment

The efiact of levet racetam axiended rekase tablkts on renally Impaked patients was not assessad
IlI |1l mllmlhl study Nnm Il Il llp.ﬂlﬂ hat the eflect on racetam extenced rekass

? Immediats rekass levatiracstam
Inlms in pﬂmwm and m? nrllnlnnm on didysks, It s recommended that mmadiate ralease
lvetiracetam be usad Instead of levetiraoatam extended release tablets.

The dispostion of Immediate rekase Ievetiacitam was studed n adut subjicts Wi varying
e of el e Tol Dy clearancs o bt s rduoad n e wi Impalrsd

r2nd functkn by 40% I the mid group (CLer - S0 o 80 mLmin), S0° modirale group
L - 30 0 SO nLin) and &% I te sewrs 1 Impaimnen wup (cur <30 L)
learance of kvetiracatam ks corralatad with creatin ne clearance

In anurc (end stage ranal disease] pmm he total body clearancs decreased 70% comparad to
nomnal subjects ummnmg ‘Appreximataly S0% of the pool of levetrazetam i the body Is
ramoved during a standard 4 hour hamodlalys s procadura
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beraducd inpit ranal Potential pharmacokietic Interactions of or with levetiracstam wers assessad | clinkcal
ralease g and. [73))] pharmacoking! llc studes a:n'mnm valproats, warfarin, digoxin, oral confracaptive, probemac d)
i tiraugh phar 0 Withimmed a rkase wticstm ZDks In e placeo
‘Hepstic impairment i Mg lplw patients The potential for drug Interactions for |
i edended ulun umm s &pectad © be essentidly the same as that with mmediate nlm
In swjects with mid (Chid Punn A) to mmm (mlﬂ Pugh B) hepatic Imparment, the .! kvetiracetam
RS L it ST e Mt M i | (|| e
ot o e o e eromsa o, Goms jusant o meaind fo poberts wih pse | % ImmEdEt relsase leve racetam fties (3000 mg cally) had o eMect on fhe pharmacokinec
\mparment dEpostianof BNy 1 ptls WEN ey epepe PRAMaOaHACS ofIveircetam were
H als0 ot afctad by premytoin
]
Dug Interactkes H Vaprode
10 vito data on o ba subject i Immedte r2kase kveimcetam tabkts (1500 mg twica dally) did nat ater the pharmacckietics
T m.(“mm,,.m,,r.".:‘,".ﬂ;:"n’::::?"r..ﬂm":a'mm g i e e S s YR S s
substrates for, human IIver cytochrome P4S0_soforms, :# hydrolase o LOP gluzurcaidation i Xposure 10 8ad the creion of e priiy metabolte, uch LOST
enzymes In addition, levetiracstam does not atict the & mullnmn dation of valpeol: ackd -
now
ALL EOPY SHOULD BE 125 /2,178 mn | 11— AL COPY SHOULD BE 128" /3.178 mm |
FROW EDGE OF DIE UNE RMKY FROM EDGE OF DIE LIME
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1 1
Qner datep ptc Warfarin
Potantid drug lmxmnl between rmmediats refeass kwetiractam ftablets and other AEDS :'ng:nhlg:ml%mnm‘lnl.a&?:l s b[ih‘!m not uance e pramacckistics
ramazeping, gabapentin, motrigng, phenobarbial, phanytoin, primidre and val Iracetam
ﬁn assassed ug WIJ the u'vnm &m:mmn Eﬂ mn:’nm and thass mnunnu i did ot afact the pharmacoknetics of levet racetam
plaosbo confrolked clinical studes Thase data ndical that kvetiracetam doss not Influsnce the i
Pt ration of oter A6 s LD 0t HRATS e P of It oz, e bl corton Hockog s, st 8 o of 500 four s
4 did not change m 1000 mg twic dal e 01 the
- 0lt2 uch LO! %mmuunuuu nng‘mmmn enecid wh nmvmbnov
Ot =3 nmg excretad uncmnm nine urne rermained the ienal clarance of wcb LOS7 nihe prasance
Immediate L) y nNuanzethe ¥1.0 {"" neckd dacreasad €0%, probably relatad to compet tive Inhib tion of tubuar secration of uch
oral contrace| wmunnnnmnq nrmmolumo!s mc, levonorpastrdl, or of the Iutehnizing ’E S.4nn LOS7 Tha efiact of Immediata relaasa levet raoatam tablets on probenechd was nat studied
homan: estercne lewals, Indicating that mpalment of contraceptive effizicy &5 unllkely 55 1 1AL TOXICOLOGY
e o 3 NONCLIN
b ?E 181 y
Irmadiate ralease levetiracetam tabiets (1000 mg twice daly) did not influanca the pharmacckinetics & Garingeeds
and pharmacodynamics (ECE) mugm}ngum-anzanu j0se avery day mpllmn!nlnnm ¥ Ras dosad with levetrazetam In the et for 104 weeks at doses of 0, 300 and
were dosad wi I n " weel =
dgndd rot Rivesce e pharmacokinetics of ievetiracetam @ g0 1800 mkgiday The highset doss Is & times ths maximum recommanded dally human dose
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(MRHD) of 3000 mQ ona mIm? basis and It also prov ded systerric gt (ALG) approximately
6 times that ach eved In humane race ving th MRHD There was no awidenca of ity
In mice, oral adrminkstrat cn of levedracstam m 80 Wesks (0oses up 1o %60 mmq)my-n
(doses up 1 4000 my ., lowersd to w-‘ after 45 weaks due to Rtcleratilty)
was not asscclated an n:m In tumors st dose hﬂﬂ In rmice for 2 years
(3000 mkgay) Is approximataly 5 imes the MRHD on mwm2

M nesks

racatam wes mﬁ mmnc N tha Ames tast or In mammaian ullhm nncmmu
was ot d eric in

hamster ovaryHGP! US assay In an i wiro an:
chromosomes. ﬂm"lll 'ﬂlm Chinese IIM“’ orinan o Wy mous: mluomcnul -Ué
i of kvetiracetam (uch L0S7) was not mutagen!

In the Ames m or m- " vm mouss ymphoma assay
oparmeet of Fatiify

No adverse effects on mak or mak fertilty or reproductive parforrmance were cbserved n rats
at oral doses up to 1600 my fimes the maximum recommended human doe2 on a
mgim? or systamic exposure [AUC] basks) &

14 CUMNICAL STUDIES

The effectiveness of kvetiracstam edended rakiaze Gblets as adunctve therapy In
onset seauss In aduts was estblshed o ome mutlanta, andomzed, doubk bind, plxcebo
cortrolkd cirical stdy n patnts who ed reracioy patial anset satzues Wi o
sacondary wnnlm on ThES was supportad by tha demorstration of eff casy of rmlnhm nlm

levetiracetam tablts (see balow) In partial s2lzures In three multicanter, randomizad, doublk bind,
piﬂhu wl!mlhﬂ dinicd studkes n aduits, a5 we | as @ dmonstration of comparable bloavallabiity

cmm releass and Immediate rakase formulations [see Gimical PM
{'23 I nma racetam axtanded rakase uu adunct ve
lonm umr- N pediaric patients, 12 years of age and au wn basad upon a ||on

& 3 showing rabk P%mmmma
it Al [sngnu macology (12 3] e e et hin

14.1 Leveliracelam Extended Releass Tablets i Adults

The effectvensss of kveliracetam extendad release tabiets as agjunciive
anipinpl: drugs) Wes SSGEISNES 1 o MUE cnter andameg, 8o

'ﬂlgﬂ p-:nu
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m%&w:dmmgmg;lr;nmnmmmmm partial onset selaures with

Study 1

Patients enrclid IIIS 1 had atleast aight partial salzures with o without secondary generalization

n prcand of Vst oo par o Sz n ch 4 VS AT f

baselin: period it lbing s st dogs ragiman of 3t It e AED, otk

3 TN of tires AEDS. ATSr & prospecii naselne perca of b waeks, 158 patents wei

Sndersing o phcako (=79, or 1000 )t i g e ofvetracata dendaa e
9), giveN once cally over a 12 Week reatmert pa

The primary |mn 1mtm rcent reduction over placebo In mean wesl
mwpnmy pun:ly om£n mu-n po'rcn rediction n weekly partid onm nlmkr"
ll’lr&m‘ nmcm(mm Erlod was 46 1% N tha levet raatam extends

tablats 1000 mg tragtment greup (N-74) o 4% e placebo group (N-78) The atmasd
percant recuction over placabo In weeky partial onset saizure frequency over the treatment period
was 14 4% (statistizally significant) &

lationship betwesn th effectivenass of tha sama dally dose of kvetiracetam exended release
ﬂlmllﬂhlllﬂm releass kvetiracetam has not been sfudied and Is urknown

14.2 Immediate Release Leveliracatam Tablets in Adulls

The effectveness of mmmm rekase Ievet rapstam Bbiets as ag)unciie therapy (ad02d to other
antep epc druge) n afuls was sstalifshed n thrae mullerta, andorzed,doubls Blnd placebo
Cortrolld cinial studes 1 puarts wio tag pariidl onset seiaures with o without
sscondary gere 2.3, i 4) The tablet formulation was usad In all thrae studies
In tese nuuln S04 pallnts vers rndortzed o placebo, ovatzcetam 1000 mg, Iewtraodtam
3000 mgay Patients eroled n Study 2 or Study 3 had refrachoy

orutumnumn ummy-n and had taken two of more AEDs Patints enmlkd n Study
4 had rafracory partil oreat sebaures for at least 1 year and had tkan cae AED AL the time of the
study, pat ents were taking a stable doss regimen of a least one AED, and could take a madmum
of 5 ‘rnlgmbanlnlpm.mmnnmmmnmnmmmmmnu
satzures during each 4 weak pariod
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Immediale raRase

Immediate rekass
Study 2 doubk bl €00 contro led, parallel Sty nducted at 41 sites In the
Unnynsl‘:f IDI:I‘:II"U ﬁmpﬁn".?m et pacetam tabits 10 c:mmq (N-27), Immediak H (N-55) m'ﬂ:‘“
lease kevetiracetam tabl N-101), and placabo ven h avid g g
e, daly Ater a pmpm%d o v)lm! Lxt) ”(:;Eu n;’ 2 were i! percent reduct cf In panil seiaire 8% N
randomizad 1o one of the thres treatment Fveoes abols The 10 weak emt panod i '
SISO ISR | 0 | | eecosmn s
between group compariscn F reduction n weely partlal setaure mqmn .§= omﬂg:?nmtmmw’w#:)mmn un“u breu] uamlal"‘ﬂmnﬂﬂmm"ll"-mvly w;‘l::)l
mtmmpmnomm- etife randomized treatment parod (ration + evaluaion pa 7 CE mdmm e haamint oy am),,mzl, ,",Pd,,m e P
‘Sacondary cutzome var ables Included the respnder rats (incidenos of pat erts with 250% "aducion H Foups prest
from bassline In partial onset satzure fraquancy) The rasults of Study 2 are displayed In Tabks 6 §'§
4]
¥
i
-] 66
NON
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Eiur 1 Respondar e (2505 Astucion Fom Baseine) n Sty 2 Suy3
6% Study 3 double bind, ] mld ‘st ducted & 62 centars In Eul
- s : gt Inmelish gsce EITSEEam IS, 1000 Qs (N-106). IMMEise oesss
-~ Javatiracstam tablats 2000 m'day (u-ms) and plaosbo (N~111), ghen In equaly v ded dosss
- H twioa daly
-
- 5
!- HH T 1t it of the sty Parst A)was despad o b rayedas 3 e o stuy A
o - A mapacti bsee it of up i 2 ek, DA 10 Sy S wers s 00 of v
o 4% ig,.,.,. 1hree freats | gougs aboye The i period 0ons sted of the 4 wesk
M Thahon peno3 Towowbd by & 13 wabx IEd G55 Vvt an pand. g hE soOMEart D
~ I I EH ragimans wera hel constart Tha primary measura of effectven2ss In Study 3 was a betwaen group
" ] rison of the pmm reduction ln vmkv/punll salaure fraquancy relatie to placsbo cwer the
R0 6] i Fredaiiuse 4 re zed treatment period (tiration + evaluation perkod) Secondary outooms varkables
bovetracetars ewtiraseam i Inciudad the responder rn nuru of patients wkh >50% reduction nun nllnl In partial onset
ables it F] saltzure fraquancy) The rasutts of the andysis of Pariod A are dispiayed n
1000 myitey 3900 mo'dey
* ststcaly sgeiSesstwes s (N7} i) @ 58
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Tabla 7 Reduction In Mean Over Placsbo In WeeMy Frequency Of Partial Onset Seizuras I Stuy Figurs 2 Responder Ratk (250% Reduction From Baseling) In Study 3 Period A
3 Parod A o
Immediats rekass Immediats rekass ] - %
raceam iiss Javgtiacetam tabEts £ .
y (N=106) | 2000 maiday (N=105 i -
iy ! .
4. 0
:S 3 b
The percantags of patierts (y &x5) Who achizved 250% reduction from basaine I weekly partial 21 oile ::
onset selure fraquency over the et re randomizead treatment parod (ttration + evaluat o pariod) 1 L)
Within the thres treatmet groups (x ads) I Study 3 Is pr-mu In Agure 2 g; w
t2 M T e —————
-] Ivetracetam Intiscstam
i tablets
1003 my/tay 2000 m'day
@ 7 * statstically sgnificant verses placedo  (Ne108) (n-185)
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The comparison of Immediat rekase levetracetam tablts 2000 to mmadiate releass
lewetiranstam tablets 1000 mg/day for respander rats In Study 3 was caly significant (A0 02)
Analys s of the tridl 28 2 ross over study ylelded sim lar resuts 5
Study 4 was a dcubk bind, placsbo cnmruhn ymlu roup study conducted at 47 centars In E! o Ticart
rope Ing Immediats rekass Ilql gm (N~180) and piunu ;: st cally sign Versus pacebo
(N=104) In patients with retactor plnll nn-n ‘selzures, with or without secondary ganeraltzati 15 ercantage of patlents (y @) who achisved >50% raduction from baselne In weekdy partial
recaiving only on Coocomtan A2D. S drug was gven In wo diided doses At |pmpmvc '2% odidm‘qmﬁy [y ) e randormized m.rlﬂw (tration + wlulol:lywod)
baseline pariod of 12 weeks, patients in Study 4 wera randormized to one of two treatment groups EEsign within m(mmmmqmpuunlumﬂytlpnu InFour 3
described above The 16 week treatrnent period consistad of a 4 week tiiration period, followed 3
a 12 week ficed uou avaluation plﬂm rtu mm ennmmm ABD doses were Neld con: i
18 pr mary mai gnpmpan»nrnm mm 2
reductin lnvm%uuun m;g:no/ mmm yhnnoonm- et re randomized treatm B
n period 1y cutooms varlables Included the respondar rata (In: nu g
of patferts wEh 250% raduction from lnnlr- In part al onset selzure fraquency) Table 8 dis i
nurlnnmmol Study 4 pat reun) P
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143 immediate Relegse Levet¥acalam Tablets in Pedialrk: Palients 4 Years 1o 16 Years
. -
Tha use of evetraceam extendad reease takts b pecatic paerts 12 yaurs of age and okar
ey 2% i & sipported by Study 5, which was conduckd uuﬁllmmﬁn Teiass mvetiacatam b
" M Lewetiraoatam extended rekase tabiets are nct dicated n chidren below 12 years of age
. L]
§= _—
Chi =3 effectiveniss of Immadiate release kevetiracetam tablets as adjunctve tharapy n p-amc
2 * 3 pmms was mm-v-n n a muiticentar, randomized oolm bind, placebo oortrolked study,
03 pm SE Wimm mneonmlnnnmmr mmnl 6 years of ag lnpmlumns
H uncotroled "X 2AHDS,
§ H who stil lencad n least 4 plml cnset seaires nurnn nl 4 weeks pnnr L n:mlnu. a8 well
N et § part al onset selzuras In each of the two 4 waek bazelne pariods, were randomitzsd 1
Phaceto (N-104) - Immediniaerioase - racaie ekhar Immediats relkass tablets or placibo Tha anrolked populat on mmu
evetiacotam 3 198 patents (kvetiracstam Ne101; placebo N-87) with refractory partid crest setures, with of
“‘w 2 Without secondar ly generalzation Study 5 consistad of an 8 waek baseline parkod and 4 wuu
© sttty sgnfeintvrsss phcabo (Ne1IG) - 24 Urthn period folowed by 10 week avaluation paricd unnngmmﬂmnnm
T et
(s Ao e B8 3 7 o | Mg oot 1252 7 |
INSIDE PAGES | INSIDE PAGES I
3.5625" / 90,480 35628 /N nn
1 1
20 ma'kday n Wa dvied dosss Durig e trtrant perod he mmedafe rekase vetracstam ‘Flgura 4 Responer Rak (x 50% Reduction From Basellng) In Study S
4 s adpisted In 20 mygiay ncrements, at 2 waek Itervals t the tamet dees of pTes
60 my maasure of erRct waness n Study 5 was a batween group comparison of -
tre pecant oo Yecky partd sazir mqum-m T placeo over th anfre 14 waek ] -
jomized traatrmant pe jon + evaliation perkod) Secondary outcome var abks Includad 5 .
e rasponder rate nc g of patints with < 0% reduclon fom baselneln partial cosst salzure L
frequency par weel mndlpuyamu-nlsmnumoy H "
s i -
— : 2 S 195%
Wynn % ig .4nm *
o
[Parcent reduction In partial seture equency H8% FH s
[ower placebo ] "
“Stalist cally SKIACAnt VarsUs pIacibn §” - -
The percantage of patk who achieved > 50% raduction In waekly onsat salzure F] - Irweiracatam
mﬂﬂl!lm antire randomized treatment Jlm'nll‘ﬂ + evalua on period) within the o tabiets
tri groups (x &xs) In Study 5 s presentad In Agure 4 75 76 * statstically significnt versus plasebo  (N=101)
PRINTING n\:r.u‘
e | L e 3 | = | Ty |
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16 HOW SUPPLIED/STORAGE AND HANOLING Counsel patierts on the bensfits and risks of recelvng levtraostam exknded rakiase tabkts
Prowd he Medicaton Gul to petants an/orcaregers,a etrctthemto read the Medication
16.1 How Supplled M Gude prior 10 taking kvetiracstam extendad releass tabiets Instruct pat ants to take levatiracstam
£ extended ralease tablets only as prescrbad
Levet racatam Extandad Rekase 1000 mg Tablts, USP are whike, oval, b comvex film ooated tablets, i'
engraved with "APO" on on s, *LXR 10007 onthe other 5 de ' Thay are supplled as Fllows k- m:n:mn-gn&v:rwm s e v g g 9,
Batths of 805 (NDC 62505 3518 6) s Foehiatetan ednted aleass tabls, may Increass the ! lmx o and
23 Sivso patnts o b ghrt o 1 smergerce ue wunnq m‘mms o mpn-bn urusual
16.2 Storage ¥3 7 changes In maod of behav or; of sk banavic, bout Salf harm Advise
tnm ZE W= pllo mlv ‘caregivers, and/or familes to Immediataly repoet nlmm of concem toa numun
Sors at 20 to 26°C (60" 1o 77°F) scursons pamid  15° 1 0°C (52" 0 06°) [ USP H
Cortrolld Room Temperature] Pr from rmolsture. FH
17 PATIENT COUNSELING INFORMATION 5 %. Terts U ik aoiar aianded Telkase talets may cause changes In befaulor (2
; Irhabiity nﬂ““’ In Iﬂﬂlm pat ents should be advisad that they rm{ug' rlencs cl l:liw
‘Adulse the patkent to read the FDA approvad Patient Labeling (Medication Gulde) In bahav or een Wi olmnnullﬂ ons of levtizortam, clide
on, and, In rare
. 79 TN, adety, apatny, IP"! iy, cases, psychat
PTG P
e ke M YR E30E O ol e o Lo MLy R o0 OF O NE
INSIDE PAGES INSIDE PAGES
350257 | 90.438 men 3.96257 / 90,488 mn.
[Eftacts on mmnﬂ E{ Operaling Machinery 8| s 00 lecting Imormation about the of ant eplleptic drugs during pragnancy To enrall,
Irfoem patients Evetiracetam exiended rekase tabkts may cause dizaness and somnoknc: pﬂmm all u'l‘ﬂl free number 1 888 m‘ e ) X progeemcy
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This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda
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This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda
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