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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the -
information needed to use LEVETIRACETAM
ORAL SOLUTION safely and effectively.

Adult Patients with Impaired Renal Function
Dose adjustment is recommended, based
on the patient’s estimated creatinine
clearance (2.5, 8.6)

1 Month to < 6 Months o ) i

Initiate treatment with a daily dose of 14 mg/kg in 2 divided doses (7 mg/kg twice dally_?. Increase

the dallﬁ/ dose every 2 weeks by increments of 14 mg/kg to the recommended daily dose of
{

not vary substantially by age 45-100 yearsg in the clinical trials analyzed. Table 2 shows absolute
and relative risk by indication for all evaluated AEDs.

Table 2: Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

. Somnolence and Fatigue /see Warn%gs and Precautions (5.3)]

«  Anaphylaxis and Angioedema [see Warnings and Precautions (5.4)

. Serious Dermatological Reactions /see Warn/n%s and Precautions 5.5)H

«  Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)/Multiorgan

Hypersensitivity [see Warnings and Precautions (5.6)]

Table 6: Adverse Reactions in a Placebo-Controlled, Adjunctive Study in Pediatric Patients
Ages 1 Month to < 4 Years Experiencing Partial-Onset Seizures

Levetiracetam (N=60)
%

Placebo (N=56)
%

MEDICATION GUIDE
Levetiracetam (LEE-ve-tye-RA-se-tam)

See full prescribing information for NOSAGE FORMS AND STRENGTHS ... 42 mo/kg (21 mg/kg twice daily). In the clinical trial, the mean daily dose was 35 mg/kg in this Placebo  |Drug Patients |Relative Risk: Incidence of | Risk Difference: «  Coordination leéculties 'see Warnings and Precautions (5.7 Somnolence 13 2 .
S A chrcsorting  inforet - 10%OSA/GELF0lTNtIlS ANaD STRENGTHS age group. Indication | AtEntS with | with Events | Events in Drug Patients/  |Additional Drug * Hematologic RiMficulies [s foe Hartings and rocastos KJ 9 it 5 : Oral sO|ut|on US P
LEVETIRACETAM oral solution mg/mL solution (3) lb‘_l{(lutnt{is t{J < ;IY_etﬁrs:d v 20 makg In 2 dvided & (10 mafkg twice daly). | Events Per Per 1000 Incidence in Placebo Patients with Events . Increase in Blood Pressure [see Warnings and Precautions (5.10)] In the 7-d o3 oed nical stud ] . 7 ; ot J
____________________________ nitiate treatment with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice daily). Increase 1000 Patients |Patients Patients Per 1000 Patients int ; i n the 7-day controlled pediatric clinical study in patients 1 month to < 4 years of age, 3% ol ) . . N . N - X
Initial U.S. Approval: 1999 oo CONTRAINDICATIONS - the daly dose n 2 wesks by an ncrement of 20 kg fo e recommended ol o _ ' il e I il 6.1 Clinical Trials Experience DAlionts reBeINg IevEliraoBiam: and % receiving placeno Blher discontinuad or hag a dose | Read this Medication Guide before you start taking levetiracetam oral solution and each time
. VP y ;50 mg/kg (25 mg/kg twice daily). If a patient cannot tolerate a daily dose of 50 mg/kg, the daily Epilepsy 1.0 3.4 3.5 24 Because clinical trials are conducted under widely varying conditions, adverse reaction rates reduction as a result of an adverse reaction. There was no adverse reaction that resulted in . . . L f
\-I;I----j----REgENT M?JDR(g%?NGES-m:;}-ZHZ-4 ?29'502()16”13 and anaphylaxis have occurred  doge may be reduced. In the clinical trial, the mean daily dose was 47 mg/kg in this age group. Psychiatric |5.7 35 15 29 obstehrveg in the glinical tritalsf?f :%tdhrug %anngt be diéectly cotmpared to rates in the clinical trials of  discontinuation for more than one patient. you get a refill. There may be new information. This information does not take the place of
arnings and Precautions (5. , 5. 4 Years to < 16 Years Other 10 18 19 09 anotner drug and may not retiect the rates observed In practice. Mvoclonic Seizures 1 i i iti
___________ INDICATIONS AND USAGE--------=--=-  =--=-----WARNINGS AND PRECAUTIONS-------- Initiate treatment with a daily dose of 20 mg/kg in 2 divided doses (10 mg/kg twice daily?. Increase Total 2'4 4'3 1‘8 1'9 Partial-Onset Seizures Al%hough the pattern of adverse reactions in this study seems somewhat different from that seen | talklng to your healthcare prOVIder about your medical condition or treatment.
Levetiracetam oral solution is indicated for the Behavioral  abnormalies  including ly dose of : - - - Adults in patients with partial-onset seizures, this is likely due to the much smaller number of patients in

treatment of partial-onset seizures in patients 1

month of age and older (1.1)

Levetiracetam oral solution is indicated for

adjunctive therapy for the treatment of:

* Myoclonic seizures in patients 12 years
of age and older with juvenile myoclonic
epilepsy (1.2)

e Primary generalized tonic-clonic seizures

psychotic symptoms, suicidal ideation,
irritability, and aggressive behavior have
been observed; monitor patients for
psychiatric signs and symptoms (5.1)
Suicidal Behavior and Ideation: Monitor
patients for new or worsening depression,
suicidal thoughts/behavior, and/or unusual
changes in mood or behavior (5.2)

* Adults 16 Years and Older: 500 mg twice See 17 for PATIENT COUNSELING

1.2 Myoclonic Seizures in Patients with 8.1 Pregnancy

Prescribe the oral solution for pediatric patients with body wei%ht < 20 kg. Prescribe the oral
solution or tablets for pediatric patients with body weight above 20 kg.

When using the oral solution in pediatric patients, dosing is weight-based (mg per kg) using a
calibrated measuring device (not a household teaspoon or tablespoon).

the daila dose every 2 weeks by increments of 20 mg/kg to the recommended dai
60 mg/kg (30 mg/kg twice daily). If a patient cannot tolerate a daily dose of 60 mg/kg, the daily
dose may be reduced. In the clinical trial, the mean daily dose was 44 mg/kg. The maximum daily
dose was 3000 mg/day.

For Levetiracetam tablet dosing in pediatric patients weighing 20 to 40 kg, initiate treatment with
a daily dose of 500 mg given as twice daily dosing (250 mg twice daily). Increase the dail% dose
eveBy 2 weeks by increments of 500 mg to a maximum recommended daily dose of 1500 mg
(750 mg twice daily).

For Levetiracetam tablet dosing in pediatric patients weighing more than 40 kg, initiate treatment
with a daily dose of 1000 mg/day given as twice daily dosing (500 mg twice daily). Increase the

Creatinine Clearance

" Following dialysis, a 250 to 500 mg supplemental dose is recommended.

5 ; :1.2, 2.7) of suicidal thinking or behavior compared
to patients randomized to placebo. In these trials, which had a median treatment duration of 12
weeks, the estimated incidence rate of suicidal behavior or ideation among 27,863 AED-treated
patients was 0.43%, compared to 0.24% ‘a.mon%j 6,029 placebo-treated patients, representing an
increase of approximately one case of suicidal thinking or behavior for every 530 patients treated.

the risk &adjusted Relative Risk 1.8, 95% Cl:1.2

The relative risk for suicidal thouﬁhts or behavior was higher in clinical trials for epilepsy than in
clinical trials for psychiatric or other conditions, but the absolute risk differences were similar for
the epilepsy and psychiatric indications.

Angone considering Rrescribing levetiracetam oral solution or any other AED must balance the
risk of suicidal thoughts or behaviors with the risk of untreated illness. Epilepsy and many other
ilingsses for which AEDs are prescribed are themselves associated with morbidity and mortality
and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior
emerge during treatment, the prescriber needs to consider whether the emergence of these
symptoms in any given patient may be related to the illness being treated.

5.6 Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)/Multiorgan

early manifestations of hypersensitivity, such as fever or lymphadenopathy, may be present even
though rash is not evident. If such signs or symptoms are present, the patient should be evaluated

diastolic blood pressure between the treatment groups. This disParity between the levetiracetam
and placebo treatment groups was not observed in the studies of older children or in adults.

Monitor patients 1 month to <4 years of age for increases in diastolic blood pressure.
5.11 Seizure Control During Pregnancy

In controlled clinical studies in adults with partial-onset seizures {see.C/inical. Studies .{74. )],
the most common adverse reactions in patients receiving levetiracetam in combination with other
AEDs, for events with rates greater than placebo, were somnolence, asthenia, infection, and
dizziness. Of the most common adverse reactions in adults experiencing partial-onset seizures,
asthenia, somnolence, and dizziness occurred predominantly during the first 4 weeks of treatment
with levetiracetam.

Table 3 lists adverse reactions that occurred in at least 1% of adult epilepsy patients receiving

levetiracetam in placebo-controlled studies and were numencallr more common than in patients

Kg%tr;[ﬁ with placebo. In these studies, either levetiracetam or placebo was added to concurrent
erapy.

this study compared to partial seizure studies. The adverse reaction pattern for patients with JME
is expected to be essentially the same as for patients with partial seizures.

In the controlled clinical study in patients 12 years of age and older with myoclonic seizures [see
Clinical Studies (14.2)], the most common adverse reactions in patients receiving levetiracetam
in combination with other AEDs, for events with rates greater than placebo, were somnolence,
neck pain, and pharyngitis.

Table 7 lists adverse reactions that occurred in at least 5% of juvenile myoclonic epilepsy patients
experiencing myoclonic seizures treated with levetiracetam and were numerically more’ common
than in patients treated with placebo. In this study, either levetiracetam or placebo was added to

Table 5 lists adverse reactions from the lpoolpd pediatric controlled studies (4 to 16 years of age)
that occurred in at least 2% of pediatric levetiracetam-treated patients and were numerically more

In the_controlled pooled pediatric clinical studies in patients 4-16 years of age, 7% of patients
receiving levetiracetam and 9% receiving placebo discontinued as a result of an adverse reaction.

Pediatric Patients 1 Month to < 4 Years

Table 9: Adverse Reactions in a Placebo-Controlled, Adjunctive Study in Patients 4 Years of

Clinical Considerations ) ) .
Levetiracetam blood levels may decrease during pregnancy [see Warnings and Precautions (5.17)].
Physiological changes during pregnancy may affect levetiracetam concentration. Decrease in

levetiracetam plasma concentrations has been observed during Eregnancy. This decrease is more
pronounced during the third trimester. Dose adjustments may be necessary to maintain clinical

What is the most important information | should know about levetiracetam oral solution?
Like other antiepileptic drugs, levetiracetam oral solution may cause suicidal thoughts or
actions in a very small number of people, about 1 in 500 people taking it.

Call a healthcare provider right away if you have any of these symptoms, especially if they
are new, worse, or worry you:

* thoughts about suicide or dying

in patients 6 years of age and older with = Monitor for somnolence and fatigue and df%ggse sver O%weeks by lgc_rlements of 1000 mg/day to a maximum recommended daily dose ~ 5.3~ Somnolence and Fatigue Table 3: Ad Reastions in Pooled Placebo-Controlled. Adiunctive Studies in Adul concurrent AED therapy. | e attempts to commit suicide
idiopathic generalized epilepsy (1.3) advise patients not to drive or operate  °f 3000 Mg (1500 mg twice daily). ) ) o Levetiracetam oral solution may cause somnolence and fatigue. Patients should be monitored for ~ g20%€.< o "f,’asr?ia|_%z:|cs‘é?“ssei'z?"e£° ed Placebo-Controlled, Adjunctive Studies in Adults  r0 7. Agyerse Reactions in a Placebo , Adjunctive Study in Patients 12 Years of * new or worse depression
________ DOSAGE AND ADMINISTRATION---xeoov machinery until they have gained sufficient ~ Levetiracetam Oral Solution Weight-Based Dosing Calculation For Pediatric Patients these signs and symptoms and advised not to drive or operate machinery until they have gained P 9 _ Age and Older with Myoclonic Seizures ;
= Use the oral solution for pediatrc patients experience on levefiracetam oral solution  The following calculation should be used to determine the appropriate daily dose of oral solution ggmg?gtd?ﬁgegfgf)grgtl Ir%ect;]r%%?tyam oral solution to gauge whether it adversely affects their Levetiracetam (N=768) | Placebo (N=439) Toleiiacem Placebo * new or worse anxiety
with body weight < 20 kg (2.1) 63 for pediatic patients: - ot wei Somnol ' . % u (N=60) (N=60) | feeling agitated or restless
« For pedatric patients, use weight- ° Scrious Dermatological Reactions: Discontinue Total daily dose (mL/day) = Daly dose (my/kg/day) x patient weight (g) i Conolled trials of adult patients with epilepsy experiencing partial-onset seizures, 15% of Asthenia 1 S s o * panic attacks
based dosing for the oral solution with Levitlr?ﬁewmlor?ll Snmijgtrm arilihtedflfgt;lgn of 100 mg/mL levetiracetam-treated patients reported somnolence, compared to 8% of placebo-treated patients. Somnolence 15 8 Somnolence 12 2 « trouble s f ; ;
a calibrated measuring device (not a ash unless clearly not drug related (5.5) 2.3 Dosing for Myoclonic Seizures in Patients 12 Years of Age and Older with Juvenile There was no clear dose response up to 3000 mg/day. In a study where there was no titration, Headgche 14 13 Neck pain 8 2 | rouble s eepmg .(Ins.o.mma)
household tabl 21 Drug Reaction with Eosinophilia ~and Mvyoclonic E ‘{ about 45% of patients receiving 4000 mg/day reported somnolence. The somnolence was Infection 13 3 —
household teaspoon or tablespoon) (2.1) Systemic  Symptoms  (DRESS)/Multiorgan " VOCIONIC EPIIEPSY ) o o considered serious in 0.3% of levetiracetam-treated patients, compared to 0% in the placebo ectl Pharyngitis 7 0 * New or worse |yr|tabll[ty )
s gy es—{manalheaay—or - yperseniiviy: iscominue i o atemative 000, e B e ol doug o SCOGIG.  Cormbre0. 0 0.1% of piaceba-ieated patits. n 1:4% of Ioveiaceta- et patents and o> 2 : Deprossion 5 2 + acting aggressive, being angry, or violent
= " . - etiology (56) ) ~ The effectiveness of doses lower than 3000 mg/day has not been studied. 0.9% of placebo-treatetf patients, the dose was reduced, while 0.3% of the levetiracetam-treated | FA0___ 6 Influgnza 5 2 / . acting on dangerous impulses
£ Jiaz\lﬂgnitr?cﬁga:e 6b M(;ntlrl]s./; n;a//llé% t\év;ﬁe . Coordmauon.D|ff|culpes: Mo.nnolrfor ataxia, 2.4 Dosing for Primary Generalized Tonic-Clonic Seizures patients were hospitalized due to somnolence. Pharyngitis 6 4 Vertigo 5 3 g . g i p oL . .
E eve?/f/ 2 weeks toyrecomgrlnegnded dose O); Sgggrrl?;atlogggf gﬂselﬁioﬁggﬁgilgﬁécﬁ?w Adyls 16 Years o Age and lder ASlen o inioal sludies of adut pationts with epilensy experiencing parfia-onsel seizures Depression 4 2 In the placebo-controlled study, 8% of patients receiving levetiracetam and 2% receiving placebo * an extreme increase in ?.CtIVIty and talking émama)
@ 21 mo/kg twice daily (2.2) ! 0 ! Tniiate Traatest it a-cse 01000 m /day, given as twice-daily dosing (500 mg twice daily).  Jo0 o eoicanica SWCY Ut patients with Epriepsy Experiencing partial-onset Selzures, - | Nervousness 4 2 either discontinued or had a dose reduction as a result of an adverse reaction. The adverse « other unusual changes in behavior or moo
£ . until they have gained experience on d é % 15% of levetiracetam-treated patients reported asthenia, compared to 9% of placebo-treated — : ; et 4 :
5 * 6 Months to < 4 Years: 10 mg/kg twice lovetiracetam oral salltion (& 7 Increase dosage by 1000 mo/day every 2 weeks to the recommended daily dose of 3000 mg. The  patients. Treatment was discontinued due 10 asthenia in 0.8% of levetiracetam-reated patients | Rhinids 4 3 reactions that led to discontinuation or dose reduction and that occurred more frequently in . . . . . .
daily; increase by 10 mg/kg twice dail : i " ven wer than mg/day nas n N adequately studied. as compared to 0.5% of placebo-treated patients. In 0.5% of levetiracetam-treated patients and in i - - - .
Ef evetiracetam oral solution (5.7) effectiveness of doses lower than 3000 mg/day has not been adequately Studied : ; levetiracetam-treated patients than in placebo-ireated patients are presented in Table 8 Do not stop levetiracetam oral solution without first talking to a healthcare provider
° v 4 gko Y+ Withdrawal Seizures: LeveliraGetam oral o i patints 6 10 <16 Years of A 6:25% of placebo-treated patients, the Gose-was reduced due to asthenia P Anorexia S 2 Table 8: Adverse Reactions that Resulted in Discontinuation or Dose Reduction in a Placebo- i i i i i
£ every 2 weeks to recommended dose Of * goiyion must be gracually withdrawn (.8)  podlicPatiots 610 <16 vearsofAge _— 2% 0 p patients, due to asthenia. Aaxia 3 i i in Bationts we - ic Epd * Stopping levetiracetam oral solution suddenly can cause serious problems. Stopping a
E 25 mg/kg twice daily (2.2) {ﬂltléﬁte_ltregtment with %dallyﬁiosbe 0f2 mg/ktg Inf22d(|)wde(;kdo?es”§10 mg/kg IW'geddfh”Y?- Igcreasef Somnolence and asthenia occurred most frequently within the first 4 weeks of treatment. In e 3 7 Controlled Study in Patients with Juvenile Myoclonic Epilepsy seizure medicine suddenly can cause seizures that will not stop (status epilepticus)
= . ; i+ ececeeenee-ADVERSE REACTIONS--sererermememns e daily dose every 2 weeks by increments of 20 mg/kg to the recommended daily dose o ot et i o ; : ertigo _ )
= 4 Years to < 16 Years: 10 mg/kg twice Moat comAn?(‘)’:R;iE/eﬁgch::’:igns (ncidence 60 rng/zg (30 mg/k)g/; twice daily;/. The footiveness of doses lower han 60 mg/kg/day has not gﬁgelﬁlpégfa{ﬂg'%mcgm fﬁ%g%ﬁ{‘g%ﬂ‘%é%’%ﬂdgntgreaﬁzzlﬁg'gicp_%m!cogg%fg'ﬁ'&gig;”a,'gfé Amnesia 3 3 ) Levetiracetam Placeho £U Y C 0p piep o
= daily; increase by 10 mg/kg twice daily ) ! been adequately Studied. Patients with body weight <20 kg should be dosed with oral solution.  gomoaiable to fhose of the adult partial-onset Seure studios L Adverse Reaction (N=60) (N=60)  Suicidal thoughts or actions can be caused by things other than medicines.
=] every 2 weeks to recommended dose of = 5% more than placebo) include: Patients with body weight above 20 kg can be dosed with either tablets or oral solution [see P P : Anxiety 2 1 % % | If h icidal th ht fi health id heck for oth
= 30 mgrkg twice daly (2.2) e Adult patients: somnolence, asthenia,  Dosage and Administration (2.1)]. Only whole tablets should be administered. 5.4 Anaphylaxis and Angioedema Cough Increased 5 7 Andely 3 2 you nave suicidal tnougnts or actions, your healthcare proviaer may checktor otner Causes.
= = «  Adults 16 Years and Older: 500 mg twice infection and dizziness (6.1) 25 Dosage Adjustments in Adult Patients with Renal Impairment Levetiracetam can cause anaphylaxis or angioedema after the first dose or at any time durin oD in i
§ =] daily; increase by 500 mg twicg daily © Pediatric patients: fatigue, aggression, Levetiracetagm orall solution dosing must be individualized accpordingto the patient's renal function treatment. Signs and sKmptop_nsyin cases rgported in the postmarketinP setting hyave includeg E'pli_p'a TLabiit g 2] gepressgd mood 3 g HOW can I watch fOI' ea"'V SVmPtO",'S Oi smcldal th““gms and aGtIOH.S? .
s = every 2 wocks t0 a recommended dose of asal congestion, decreased appette, and  siatys, Recommended dosage adjustments for aduls are shown in Table 1. In order o calculate Yoo VES, 1S, fespuetory disrese, and swellng of W face, To, mowh, eve, tongue, L FE eSS epression | = Payattention to any changes, especially sudden changes, in mood, behaviors, thoughts, or feelings.
£ 3 1500 mg twice daily (2.2) irritability (6.1) the dose recommended for patients with renal impairment, creatinine clearance adjusted for body . o ported i atening anc req ergency | Hostility 2 1 Diplopia 2 0 o K Il follow- isits with health id heduled
= S | 1 d - ! T anir ira ) treatment. If a patient develops signs or symptoms of anaphylaxis or angioedema, levetiracetam - - eep all Tollow-up VISITS with your nealtncare proviaer as scheaduled.
S s . Mvoclonic_Seizures in Adults and Pediatric surface area must be calculated. To do this an estimate of the patient’s creatinine clearance (CLcr) in P Paresthesia 1 Hypersomnia 2 0
S > Levetiracetam y( To report SUSPECTED ADVERSE REACTIONS, mL/min must first be calculated using the following formula: should be discontinued and the patient should seek immediate medical attention. Levetiracetam arosT YPErse . .. . . .
£ 2 Oral Solution, USP Patients 12 Years and Older contact Strides Pharma Inc. at 1-877-244- , : should be discontinued permanently if a clear alternative etiology for the reaction cannot be  [Sinusitis 2 1 Insomia 2 0 | Call your healthcare provider between visits as needed, especially if you are worried about
S = * 500 mg twice daily; increase by 500 m i [140-age (years)] x weight (kg) established [see Contraindications (4)]. ikt
= = T V; v 99825 or go to www.strides.com or FDA at Cler = 0.85 for female patient ; ; ; In controlled adult clinical studies, 15% of patients receiving levetiracetam and 12% receivin Irrtability 2 0 symptoms
g 5 LV(V)'SC:gf;'%ggeggztmizkgatﬁﬁg%Tmended 1-800-FDA-1088 or www.fda.gov/medwatch R S (mg/dL) x (0.85 for female patients) :-5_ SZ""“stDle"‘_‘a‘I"'“g':al Rgaclllzl?s Stevens.Jon rome (S19) and toic epidermal ?Aaceboteitherdiscont;n%ed o hadédo?_e rEdFr]]C?on a?tadres%l_tg of an advterse regction. gablte4list§ Nervousness 2 0 / ymp ) . -
e kS ) 0 y ily (2. e USE IN SPECIEIC POPULATIONS oo - . erious dermatological reactions, including Stevens-Johnson syndrome and toxic epiderma e most common (>1%) adverse reactions that resulted in discontinuation or dose reduction an
= = Primary Generalized Tonic-Clonic Seizures USE N SPECIFIC POPULATIONS Then CLer is adjusted for body surface area (BSA) as follows: necrolysis (TEN), have been reported in both pediatric and adult patients treated with levetiracetam. that occurred more(frequ)ently in levetiracetam-treated patients than in placebo-treated patients. Somnolence 2 0 What is levetiracetam or al SlO|l.|t|0n N - .
g 5 « 6 Years to < 16 Years: 10 mg/kg twice Fregnancy: Plasma levels of levetiracetam CLer (mL/min) The median time of onset s reported to be 1410 17 days, but cases have been reported atlgastfour v+~ adverse Reactions that Resulted in Discontinuation or Dose Reduction in Placeb A e Tonie.Clonic Sei Levetiracetam oral solution is a prescription medicine taken by mouth that is used to treat
= S daily, increase in increments of 10 mg/kg May be decreased and therefore need to be CLer (ML/MIn/1.73M?) = —ermemeememermemmememeee x1.73 months after initiation of treatment. Recurrence of the serious skin reactions following rechallenge Ca ‘e lied s"le’ds.e _eax dmI'{sP l.a ‘e'E“ ed in .'SCF‘,’“ {!“iao'"“ f's Jose Reduction in Placebo-  Primary Generalized Tonic-Clonic Seizures _ / . h
I L s T 0 80 ot oy Gt gty s o 5 it ke el S G g Conold St i e ot a0t e Maafp o i e gt npagn | partia-onsel seizbres n people 1 morth of age and olde.
g = dose of 30 mg/kg twice daily (2.4 animal data, may cause fetal harm (5.11,8.1)  Table 1: Dosing Adjustment Regimen for Adult Patients with Renal Impairment g Shon G oo oS reuones and altbinatiae therany Shouie be considerad ) use o i Levetiracetam (N=769) Placeho (N=439) in this study compared to partial seizure studies. The adverse reaction pattern for patients with | i ion i inti ici i i
£ H 0/kg y (2.4) this drug should not be resumed and alternative therapy Should bé considersa, Adverse Reaction % o pfit',“arty getrglerali%etli tonic-dlonic. (PGTC) seizures s expected (o be essentially the same as for hqee\/delt(lzll’ﬁggtiomtrg;? solution is a prescription medicine taken by mouth that is used with other
E | daily, increase by 500 mg twice daily INFORMATION and Medication Guide Group ! : Dosage (mg) Frequency Hi v Somnolence 4 2 patients with parbal Sezures. .
= , . ypersensitivity — . . . . . 3 . s . . .
£ every 2 weeks to recommended dose of . (mL/min/1.73m) ) . . - . . Dizziness 1 0 In the controlled clinical study that included patients 4 years of age and older with PGTC |
2 P 150[))/ mg twice daily (2.4) Revised: 04/2024  pyormg) >80 500 to 1,500 Every 12 hours E;ggrse%asci%il\?i? wt:tahs %%%'H"rggg'ﬁe%”% %)eﬁig{]slctask%p;ﬂmspil(gppt{iistﬁ')dggls%glﬂgmg Egv'é'{ﬂg'é’égﬁﬂ Pedlatric Patients 4 Years fo <16 Years seizures [see Clinical Studies (14.3)], the most common adverse reaction in patients receiving ® m,yOCIOnIC Selzu_res In people 12 yea_rs of age and older with ]Uven"e myOClOﬂlC epllepsy' )
=] Mild 50-80 500 t0 1,000 Every 12 hours oral solution. These events can be fatal or life-threatening, particularl?/ if diagnosis and treatment  The adverse reaction data presented below was obtained from a pooled analysis of two controlled fggg‘gﬁ‘;‘ﬁmt}’s‘.°°mb'”a"°” with other AEDs, for events with rates greater than placebo, was * primary general!zed tOI:lIC'C|0nIC Selzures In pe()ple 6 years of age and older with certain
Levetiracetam FULL PRESCRIBING INFORMATION: 6 ADVERSE REACTIONS Moderate 30-50 250 to 750 Every 12 hours do not occur as early as possible. DRESS typically, although not exclusively, presents with fever, ~ pediatric clinical studies in pediatric patients 4 to 16 years of age with partial-onset seizures. The ) ) ) o ) ) ; types of generahzed ep”epsy
i CONTENTS* 6.1 Clinical Trials Experience Severe <30 250 10 500 Every 12 hours rash, Iymghadenopa hy, and/or facial swelling, in association with other organ system involvement, mtﬁst ngm?n adve{se r_?ﬁctltons in ptedlt?]tnc planerln)ts recewfmtg levetiracetam in comFmanon t\gvnh ;%%leen?s I[es)as)ezrllré\(]%rlﬁz rg%cTtgmsseitzhuarte gcggg;gg I\r/]v nar} ll%?/?ti r5a é’etoaf rﬁdlg#gtm% rgeﬂgrrglézrfcdalfpllr%%s% | :
" 1 iti i i i ti iti i other AEDS, for events with rates greater than placebo, were fatigue, aggression, nasal congestion, iencing r ) ! ) i ; ; ion i Ve i i .
> ] 1 INDICATIONS AND USAGE 6:2 Postmarketing Experience ESRD patients using --- 500t01,0000  Every 24 hours’ e e e osordr o vonis  dotréased appette, and ity P oue. a0 ¢ common than in patients treated with placebo. In this study, either levetiracetam or placebo was Itis not known if levetiracetam oral solution is safe or effective in children under:
1.1 Partial-Onset Seizures 8 USE IN SPECIFIC POPULATIONS dialysis in its expression, other organ systems not noted here may be involved. It is important to note that added to concurrent AED therapy. 1 month of age to treat part|a|_onset seizures

» 12 years of age to treat myoclonic seizures

= Juvenile Myoclonic Epilepsy 8.2 Lactation i € I . areé pr . rouid common than in pediatric patients treated with placebo. In these studies, either levetiracetam or ~ Age and Older with PGTC Seizures

£ A " ! ) Py . - . . ediately. Levetiracetam oral solution should be discontinued if an alternative etiology for the : H H H R

= '8 ggir?uarrgSGenerallzed forie-Clone gg EZ?iISttrrilg llJJsS: /?\V%id glllsrﬁg{l "\A;}m}:gal;Iiflr'gr‘:]e}g\/ﬁﬁta%gtgr?!)rsa?"slglmion in order to reduce the risk of increased signs or sy¥nptoms cannot b established [see Contraindications (4) N "I)'Labclzb: szs:rdsie:;:cct?::: r;eglﬁiztgf;:szh Controlled, Adjunctive Studies in Pediatric Levetiracetam (N=79) | Placeho (N=84) * 6 years Of age o treat pnmary generallzed tOﬂIC-C|0I']IC SEIZUTES
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g EZ 2.2 Dosing for Partial-Onset Seizures 10.1 Signs, Symptoms and Laboratory evetiracetam Qral Solution - n controlled clinical studies in adult patients with partial-onset seizure studies, 3.4% of adul (N=165) (N=131) 2 d " £l . ided bel Tell h L diately if hink
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* Your healthcare provider may change your dose. Do not change your dose without talking to
your healthcare provider.

* Take levetiracetam oral solution with or without food.

* |f your healthcare provider has prescribed levetiracetam oral solution, be sure to ask your

e : ¢ f In the 7-day, controlled pediatric clinical study in children 1 month to less than 4 years of age with
2.2 Dosing for Partial-Onset Seizures Ente{ﬁé/vneaﬁqugrriglltlgédgrsnlﬁll{(r)ugl-l'(fjrve;,a;end pc%t:lecrnlssilgr}haebgmlfirznder}?encet g]npé::ﬁcei%g-treated patients,  ppysiological changes may gradually decrease plasma levels of levetiracetam throughout  partial-onset seizures, tﬁe most common adverse reactions in patients receiving levetiracetam in ~ response. | ‘ vl 3
The recommended dosing for monotherapy and adjunctive therapy is the same; as outlined below.  Thg increased risk of suicidal thoughts zr behavior with AEDs \?vas observed as e;irl as one week E;?%Tﬁsn%g -rrr?(ilsni?(?r%ﬁacsaeréfsu{I?oéir?rggn;rgg%%%g;l ri(?l%stgen}gm(}rriinmgeghec;hllé igorr?gr?lrjgmtﬁrno(zjeght?ﬁ; ﬁﬂggiﬁff'@exﬁgé) ?fe{héi%%rtfgrr &lgg&r\gl})férri%tgsigcr?;gggégagf glg\?gps% gggiosr?;n :?rgl?el;%%c%gg Data pharmaCISt for a medicine dropper or medicine cup to help you measure the correct amount
¥ : postpartum period especially if the dose was changed during pregnancy. to be lower than in other pediatric Studies in older patients. Therefore, other controlled pediatric ~ Human Data of levetiracetam oral solution. Do not use a household teaspoon. Ask your pharmaCISt for

Adults 16 Years of A?e and Older

Initiate treatment with a daily dose of 1000 mg/day, 1given as twice-daily dosing (500 mg twice

daily). Additional dosing increments may be given (1000 mg/day additional every 2 weeks%to
an

a maximum recommended daily dose of 3000 mg. There is no evidence that doses greater tl
3000 mg/day confer additional benefit.

after starting dru% treatment with AEDs and persisted for the duration of treatment assessed.
Because most trials included in the analysis did not extend beyond 24 weeks, the risk of suicidal
thoughts or behavior beyond 24 weeks could not be assessed.

The risk of suicidal thoughts or behavior was generally consistent among drugs in the data

analyzed. The finding of increased risk with AEDs of varying mechanisms of action and across a
range of indications suggests that the risk applies to all AEDs used for any indication. The risk did

6  ADVERSE REACTIONS

The following adverse reactions are discussed in more details in other sections of labeling:
< Behavior Abnormalities and Psychotic Symptoms [see Warnings and Precautions ?5. ]
. Suicidal Behavior and Ideation [see Warnings and Precautions (5.2)]

data, presented above, should also be considered to apply to this age group.

Table 6 lists adverse reactions that occurred in at least 5% of pediatric epilepsy patients (ages
1 month to < 4 years) treated with levetiracetam in the placebo-controlled study and were
numerically more common than in patients treated with placebo. In this study, either levetiracetam
or placebo was added to concurrent AED therapy.

While available studies cannot definitively establish the absence of risk, data from the published
literature and pregnancy registries have not established an association with levetiracetam use
during pregnancy and major birth defects or miscarriage.

Animal Data
When levetiracetam (0, 400, 1200, or 3600 mg/kg/day) was administered orally to pregnant rats

/I

instructions on how to use the measuring device the right way.
* If you take too much levetiracetam oral solution, call your local Poison Control Center or go
to the nearest emergency room right away.
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What should | avoid while taking levetiracetam oral solution?
Do notdrive, operate machinery or do other dangerous activities until you know how levetiracetam
oral solution affects you. Levetiracetam oral solution may make you dizzy or sleepy.

What are the possible side effects of levetiracetam oral solution?

Levetiracetam oral solution can cause serious side effects including:

o Sele “Wh?at is the most important information I should know about levetiracetam oral
solution?

Call your healthcare provider right away if you have any of these symptoms:

e mood and behavior changes such as aggression, agitation, anger, anxiety, apathy, mood
swings, depression, hostility, and irritability. A few people may get psychotic symptoms
such as hallucinations (seeing or hearing things that are really not there), delusions (false or
strange thoughts or beliefs) and unusual behavior.

 extreme sleepiness, tiredness, and weakness

« allergic reactions such as swelling of the face, lips, eyes, tongue, and throat, trouble
swallowing or breathing, and hives.

« askin rash. Serious skin rashes can happen after you start taking levetiracetam oral solution.
There is no way to tell if a mild rash will become a serious reaction.

 aserious allergic reaction that may affect your skin or other parts of your body such as your
liver, kidneys, heart, or blood cells. This allergic reaction can be life-threatening and can
cause death, particularly if it is not treated as early as possible. Call your healthcare provider
right away if you have:
* a skin rash » fever or swollen glands that do not go away
* swelling of your face * shortness of breath
e dark urine « yellowing of the skin or whites of the eyes

 problems with muscle coordination (problems walking and moving)

The most common side effects seen in people who take levetiracetam oral solution include:

e sleepiness o weakness

e infection e (dizziness
The most common side effects seen in children who take levetiracetam oral solution include,
in addition to those listed above include:

o tiredness e acting aggressive

o decreased appetite e nasal congestion

o irritability
Tell your healthcare provider if you have any side effect that bothers you or that does not go
away.
These are not all the possible side effects of levetiracetam oral solution. For more information,
ask your healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA
at 1-800-FDA-1088.

How should I store levetiracetam oral solution?

 Store levetiracetam oral solution at room temperature, between 59°F to 86°F (15°C to
30°C) away from heat and light.

* Keep levetiracetam oral solution and all medicines out of the reach of children.

General information about the safe and effective use of levetiracetam oral solution.
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.
Do not use levetiracetam oral solution for a condition for which it was not prescribed. Do not
give levetiracetam oral solution to other people, even if they have the same symptoms that you
have. It may harm them. You can ask your pharmacist or healthcare provider information about
levetiracetam oral solution that is written for health professionals.

What are the ingredients in levetiracetam oral solution, USP?

Active ingredient: Levetiracetam, USP

Inactive ingredients: acesulfame potassium, ammonium glycyrrhizinate, citric acid
monohydrate, glycerin, maltitol solution, methylparaben, propylparaben, purified water, sodium
citrate dihydrate and natural and artificial flavor.

Levetiracetam oral solution does not contain lactose or gluten. Levetiracetam oral solution does
contain carbohydrates. The liquid is dye-free.

Manufactured by:

Strides Pharma Science Limited

Bengaluru — 562106, India

Distributed by:

Strides Pharma Inc.

East Brunswick, NJ 08816

Revised: 04/2024
This Medication Guide has been approved by the U.S. Food and Drug Administration.

Medication Guide available at: www.strides.com/levetiracetam-os/

during the period of organogenesis, reduced fetal weights and increased incidence of fetal skeletal
variations were observed at the highest dose tested. There was no evidence of maternal toxicity.
The no-effect dose for adverse effects on embryofetal developmental in rats (1200 mg/kg/day) is
approximately 4 times the maximum recommended human dose (MRHD) of 3000 mg on a body
surface area (mg/m?) basis.

Oral administration of levetiracetam (0, 200, 600, or 1800 mg/kg/day) to pregnant rabbits durin

the period of organogenesis resulted in increased embryofetal mortality and incidence of fetal
skeletal variations at the mid and high dose and decreased fetal weights and increased incidence
of fetal malformations at the h|ghh dose, which was associated with maternal toxicity. The no-effect
dose for adverse effects on em r)/ofetal development in rabbits (200 mg/kg/day) is approximately
equivalent to the MRHD on a mg/m? basis.

Oral administration of levetiracetam (0, 70, 350, or 1800 mg/kg/dayz to female rats throughout
Bre nancy and lactation led to an increased incidence of fetal skeletal variations, reduced fetal

ody weight, and decreased ?mwth in offspring at the mid and high doses and increased pup
mortality and neurobehavioral alterations in offspring at the highest dose tested. There was
no evidence of maternal toxicity. The no-effect dose for adverse effects on pre- and postnatal
development in rats (70 mg/kg/day) is less than the MRHD on a mg/m? basis.

Oral administration of levetiracetam to rats during the latter part of gestation and throughout
lactation produced no adverse developmental or maternal effects at doses of up to 1800 mg/kg/
day (6 times the MRHD on a mg/m? basis).

8.2 Lactation

Risk Summary
Levetiracetam is excreted in human milk. There are no data on the effects of levetiracetam on the
breastfed infant, or the effects on milk production.

The developmental and health benefits of breasﬁeedin% should be considered along with the
mother’s clinical need for levetiracetam and any potential adverse effects on the breastfed infant
from levetiracetam or from the underlying maternal condition.

8.4 Pediatric Use

The safety and effectiveness of levetiracetam for the treatment of Bartial-onset seizures in patients
1 month fo 16 years of age have been established [see Clinical Pharmacology (12.3) and Clinical
Studies (14.1)]. The dosing recommendation in these pediatric patients varies according to age
group and is weight-based [see Dosage and Administration (2.2)].

The safety and effectiveness of levetiracetam as adjunctive therapy for the treatment of myoclonic
seizures in adolescents 12 years of age and older with juvenile'myoclonic epilepsy have been
established [see Clinical Studies (14.2)].

The safety and effectiveness of levetiracetam as adjunctive therapy for the treatment of primary
generalized tonic-clonic seizures in Fedlatrlc patients 6 years of age and older with idiopathic
generalized epilepsy have been established [see Clinical Studies (14.3)].

Safety and effectiveness for the treatment of partial-onset seizures in pediatric patients below the
age of 1 month; a(;_]unctlve therapy for the treatment of myoclonic seizures in pediatric patients
below the age of 12 years; and adjunctive therapy for the treatment of primary generalized tonic-
clonic seizures in pediatric patients below the age of 6 years have not been established.

A 3-month, randomized, double-blind, placebo-controlled study was performed to assess the
neurocognitive and behavioral effects of levetiracetam as adjunctive therapy in 98 (Levetiracetam
N=64, placebo N=34) ?edlamc patients, ages 4 to 16 years old, with partial seizures that
were inadequately controlled. The target dose was 60 mg/kg/day. Neurocognitive effects were
measured by the Leiter-R Attention and Memory (AM) Battery, which measures various aspects of
a child’s memory and attention. Although no substantive differences were observed between the
placebo and drug treated grou?s in the median change from baseline in this battery, the study was
not adequate to assess formal statistical non-inferiority of the drug and placebo. The Achenbach
Child Behavior Checklist (CBCL/6-18), a standardized validated tool used to assess a child’s
competencies and behavioral/emotional problems, was also assessed in this study. An analysis
of the CBCL/6-18 indicated on average a worsening in levetiracetam-treated patients in aggressive
behavior, one of the eight syndrome scores [see Warnings and Precautions (5.1)].

Juvenile Animal Toxicity Data
Studies of Tevetiracetam in juvenile rats (dosed on postnatal days 4 through 52) and dogs (dosed
from postnatal weeks 3 through 7) at doses of up to 1800 mg/kg/day (approximately 7 and 24

times, respectively, the maximum recommended pediatric dose of 60 mg/kg/day on a mg/m?
basis) did not demonstrate adverse effects on postnatal development.

8.5 Geriatric Use

There were 347 subjects in clinical studies of levetiracetam that were 65 and over. No overall
differences in safety were observed between these subjects and younger subjects. There were
insufficient numbers of elderly subjects in controlled trials of epilepsy to adequately assess the
effectiveness of levetiracetam'in these patients.

Levetiracetam is known to be substantially excreted by the kidney, and the risk of adverse
reactions to this drug may be greater in patients with impaired renal function. Because elderly
patients are more likely to have decreased renal function, care should be taken in dose selection,
and it may be useful to monitor renal function [see Clinical Pharmacology (12.3)].

8.6 Renal Impairment

Clearance of levetiracetam is decreased in patients with renal impairment and is correlated with
creatinine clearance [see Clinical Pharmacology (12.3)]. Dose adjustment is recommended for
patients with impaired renal function and supplemental doses should be given to patients after
dialysis [see Dosage and Administration (2,5 })

10. OVERDOSAGE
10.1 Signs, Symptoms and Laboratory Findings of Acute Overdosage in Humans

The highest known dose of levetiracetam received in the clinical develogment program was
6000 mg/day. Other than drowsiness, there were no adverse reactions in the few known cases
of overdose in clinical trials. Cases of somnolence, agitation, aggression, depressed level of
consciousness, respiratory depression and coma were observed with levetiracetam overdoses
in postmarketing use.

10.2 Management of Overdose

There is no specific antidote for overdose with levetiracetam. If indicated, elimination of unabsorbed
drug should be attempted by emesis or gastric lavage; usual precautions should be observed to
maintain airway. General supportive care of the patient is indicated including monitoring of vital
signs and observation of the patient’s clinical status. A Certified Poison Control Center should be
contacted for up to date information on the management of overdose with levetiracetam.

10.3 Hemodialysis

Standard hemodialysis procedures result in significant clearance of levetiracetam (approximately
50% in 4 hours) and should be considered in cases of overdose. Although hemodialysis has not
been performed in the few known cases of overdose, it may be indicated by the patient’s clinical
state or in patients with significant renal impairment.

11 DESCRIPTION

Levetiracetam oral solution, USP is an antiepileptic drug available as a clear, colorless, grape-
flavored liquid (100 mg/mL) for oral administration.
The chemical name of levetiracetam, a single enantiomer, is (-)-(S)-a-eth%l-2-0x0-1-.pyrrolidine

acetamide, its molecular formula is CsH,N,0, and its molecular weight is 170.21. Levetiracetam is
chemically unrelated to existing antiepileptic drugs (AEDs). It has the following structural formula:

o
CH,CH, T
BN
H CONH,

Levetiracetam, USP is a white to almost white powder. It is very soluble in water (104.0 g/100
mL). Itis freely soluble in chloroform ﬁ65.3 9/100 mL) and in methanol 453.6 9/100 mL), soluble
in ethanol (16.5 g/100 mL), sparingly soluble in acetonitrile &5.7 9/100 mL) and practically
insoluble in n hexane. (Solubility limits are expressed as g/100 mL solvent.)

Levetiracetam oral solution, USP contains 100 mg of levetiracetam per mL. Inactive ingredients:
acesulfame {)otassmm, ammonium glycyrrhizinate, citric acid monohydrate, glycerin, maltitol
soll#tlonl,ﬂme hylparaben, propylparaben, purified water, sodium citrate dihydrate and natural and
artificial flavor.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
The precise mechanism(s) by which levetiracetam exerts its antiepileptic effect is unknown.

A saturable and stereoselective neuronal binding site in rat brain tissue has been described for
levetiracetam. Experimental data indicate that this binding site is the synaptic vesicle protein SV2A,
thought to be involved in the requlation of vesicle exocytosis. Although the molecular significance
of levetiracetam b|nd|n? to SV2A is not understood, [evetiracetam and related analogs showed
a rank order of affinity for SV2A which correlated with the potency of their antiseizure activity in
audlo\gemc seizure-prone mice. These findings suggest that the interaction of levetiracetam with
the SV2A protein may contribute to the antiepileptic mechanism of action of the drug.

12.2 Pharmacodynamics

Effects on QTc Interval ) . ) .

The effect of levetiracetam on QTc prolongation was evaluated in a randomized, double-blind,
positive-controlled (moxifloxacin 400 mg) and placebo-controlled crossover study of levetiracetam
Q]OOO mg or 5000 mla]) in 52 healthy subjects. The upper bound of the 90% confidence interval for
the largest placebo-adjusted, baseline-corrected QTc was below 10 milliseconds. Therefore, there

was no evidence of significant QTc prolongation in this study.

12.3 Pharmacokinetics

The pharmacokinetics of levetiracetam are similar when used as monotherapy or as adjunctive
therapy for the treatment of partial-onset seizures.

Absorption and Distribution . o

Absorption of fevetiracetam |s_ra?|d, with peak plasma concentrations occurring in about an hour
following oral administration in fasted subjects. The oral bioavailability of levetiracetam tablets
is 100% and the tablets and oral solution are bioequivalent in rate and extent of absorption.

Food does not affect the extent of absorption of levetiracetam but it decreases C, by 20% and
delays T, by 1.5 hours. The pharmacokinetics of levetiracetam are linear over the dose range of
500-500"ffxmg. Steady state is achieved after 2 days of multiple twice-daily dosing. Levetiracetam
and its_ major metabolite are less than 10% bound to plasma proteins; clinically significant
interactions with other drugs through competition for protein binding sites are therefore unlikely.

Metabolism

Levetiracetam is not extensively metabolized in humans. The major metabolic pathway is the
enzymatic hydrolysis of the acetamide group, which produces the carboxylic acid metabolite,
uch L057 (24% of dose) and is not dependent on an?/ liver cytochrome P450 isoenzymes. The
major metabolite is inactive in animal seizure models. Two minor metabolites were_identified
as the product of hydroxylation of the 2-oxo-pyrrolidine ring (2% of dose) and opening of the
2-oxo-pyrroliding ring in position 5 (1% of dose). There is no enantiomeric interconversion of
levetiracetam or its major metabolite.

Elimination

Levetiracetam plasma half-life in adults is 7+1 hour and is unaffected by either dose or repeated
administration. Levetiracetam is eliminated from the systemic circulation by renal excretion as
unchanged drug which represents 66% of administered dose. The total body clearance is 0.96 mL/
min/kg and the renal clearance is 0.6 mL/min/kg. The mechanism of excretion is glomerular filtration
with subsequent partial tubular reabsorption. The metabolite uch L057 is excreted by glomerular
filtration and active tubular secretion with a renal clearance of 4 mL/min/kg. Levetiracetam
elimination is correlated to creatinine clearance. Levetiracetam clearance is reduced in patients with
renal impairment [see Use in Specific Populations (8.6) and Dosage and Administration (2.5)].

Specific Populations

Elderl

Pharn}{acokinetics of levetiracetam were evaluated in 16 elderly subjects (a%e 61-88 years) with
creatinine clearance rangli)ng from 30 to 74 mL/min. Following oral administration of twice-daily
dosing for 10 days, total body clearance decreased by 38% and the half-life was 2.5 hours longer
in the elderly compared to healthy adults. This is most likely due to the decrease in renal function
in these subjects.

Pediatric Patients . . o

Pharmacokinetics of levetiracetam were evaluated in 24 pediatric patients (a?e 6-12 years) after
single dose (20 m%[kﬁ). The body weight adjusted apparent clearance of levetiracetam was
approximately 40% higher than in adults.

A repeat dose pharmacokinetic study was conducted in pediatric patients %ge 4-12 years) at
doses of 20 mg/kg/day, 40 mg/kg/day, and 60 mg/kg/day. The evaluation of the pharmacokinetic
profile of levetiracetam and its metabolite (ucb L057) in 14 Pedlatnc patients demonstrated rapid
absorption of levetiracetam at all doses with a Ty, of about 1 hour and a t,, of 5 hours across the
three dosing levels. The pharmacokinetics of levetiracetam in children was linear between 20 to
60 mg/kg/day. The potential interaction of levetiracetam with other AEDs was also evaluated
in these patients. Levetiracetam had no significant effect on the plasma concentrations of
carbamazepine, valproic acid, topiramate or lamotrigine. However, there was about a 22%
increase of apparent clearance of levetiracetam when it was co-administered with an enzyme-
inducing AED (e.g. carbamazepine).

Following single dose administration (20 mg/.k[ﬁ) of a 10% oral solution to children with epilepsy (1
month to < 4 years), levetiracetam was rapi 1){1absorbed and peak plasma concentrations were
observed approximately 1 hour after dosing. The pharmacokinetic results indicated that half-life
was shorter (5.3 hé than for adults (7.2 h) and apparent clearance was faster (1.5 mL/min/kg)
than for adults (0.96 mL/min/kg).

Population pharmacokinetic analysis showed that body weight was significantly correlated to the
clearﬁtnce of levetiracetam in pediatric patients; clearance increased with an increase in body
weight.

Pediatric Patients with Obesity

A population PK analysis of levetiracetam was conducted in 164 obese and non-obese Fediatric
patients 2 to <18 years of age with median (range) weight 39.2 (11.3-134) kg to evaluate the
potential impact of abesity on plasma levetiracetam exposures. Obesity was defined as BMI =95th
percentile for age and sex based on CDC 2000 growth chart recommendations. Simulations were
conducted for obese and non-obese pediatric patients ages 4 to <16 years.

. When the recommended tablet dose is administered to pediatric Batients weighing < 40
kg, obese ?ediatric patients have 27% higher median C_ . -and 19% higher median C_,
compared to non-obese patients. ’ '

. When the recommended tablet dose is administered to pediatric patients weighing = 40
kg, obese pediatric patients have 10-11% lower median C_, . and 2% lower median C -
compared to non-obese patients. i '

«  When the recommended oral solution dose is administered to pediatric patients across the
full weight range, obese pediatric patients have 25% higher median C and 41% higher
median C, . compared to non-obese pediatric patients.

However, differences in exposures between obese and non-obese pediatric patients are not
expected to be clinically meamn?_ful because the recommended dose titration at initiation of
levetiracetam therapy would establish an appropriate dose for each individual patient.

Pregnanc,
Lev%@iraceytam levels may decrease during pregnancy [see Warnings and Precautions (5.11) and
Use in Specific Populations (8.1)].

Gender
Levetiracetam C,,, and AUC were 20% higher in women (N=11) compared to men (N=12).
However, clearances adjusted for body weight were comparable.

Race

Formal pharmacokinetic studies of the effects of race have not been conducted. Cross-
study comparisons involving Caucasians (N=12) and Asians (N=12), however, show that
pharmacokinetics of levetiracetam were comparable between the two races. Because levetiracetam
1s primarily renally excreted and there are no important racial differences in creatinine clearance,
pharmacokinetic differences due to race are not expected.

Renal Impairment . o . . .

The disposition of levetiracetam was studied in adult subjects with varying degrees of renal
function. Total body clearance of levetiracetam is reduced in patients with impaired renal function
by 40% in the mild group (CLcr = 50-80 mL/min), 50% in the moderate group (CLcr = 30-
50 mL/min) and 60% in the severe renal impairment group (CLcr <30 m! mms). learance of
levetiracetam is correlated with creatinine clearance.

In anuric (end stage renal disease) patients, the total body clearance decreased 70% compared to
normal subjects (CLcr >80 mL/min). Approximately 50% of the pool of levetiracetam in the body is
removed during a standard 4-hour hemodialysis procedure /see Dosage and Administration (2.5)].

Hepatic Impairment
In ‘subjects with mild (Child-Pugh A) to moderate (Child-Pugh B) hepatic impairment, the
pharmacokinetics of levetiracetam were unchanged. In patients with severe hepatic impairment
(Child-Pugh C), total body clearance was 50% that of normal subjects, but decreased renal
clearance accounted for most of the decrease. No dose adjustment is needed for patients with
hepatic impairment.

Drug Interactions - L ) o

In vitro data on metabolic interactions indicate that levetiracetam is unlikely to produce, or be
subject to, pharmacokinetic interactions. Levetiracetam and its major metabolite, at concentrations
well above C,,, levels achieved within the therapeutic dose range, are neither inhibitors of, nor
high affinity .sﬂfustrates for, human liver cytochrome P450 isoforms, epoxide hydrolase or UDP-
g}uculron!danqg enzymes. In addition, levetiracetam does not affect the in vitro glucuronidation
of valproic acid.

Potential pharmacokinetic interactions of or with levetiracetam were assessed in clinical
pharmacokinetic studies (phenytoin, valproate, warfarin, d|ﬂoxm,. oral contraceptive, probenecid)
and through pharmacokinetic screening in the placebo-controlled clinical studies in epilepsy patients.

Phenytoin
Levetiracetam (3000 mg daily) had no effect on the pharmacokinetic disposition of phenytoin in
pﬁnen%sAwnh refractory epilepsy. Pharmacokinetics of levetiracetam were also not affected by
phenytoin.

max.ss

Valproate
Levetiracetam (1500 mg twice daily) did not alter the pharmacokinetics of valproate in healthy
volunteers. Valproate 500 mg twice daily did not modify the rate or extent of levetiracetam
absorption or its plasma clearance or urinary excretion. There also was no effect on exposure to
and the excretion of the primary metabolite, uch L057.

Other Antiepileptic Drugs . . .
Potential drug interactions between levetiracetam and other AEDs (carbamazepine, gabaFentln,
lamotrigine, phenobarbital, phenytoin, primidone and valproate) were also assessed by{ evaluatin
the serum concentrations of levetiracetam and these AEDs dunn? placebo-controlled clinica
studies. These data indicate that levetiracetam does not influence the plasma concentration of
other AEDs and that these AEDs do not influence the pharmacokinetics of levetiracetam.

Effect of AEDs in Pediatric Patients . .

There was about a 22% increase of apEarent total body clearance of levetiracetam when it was co-
administered with enzyme-inducing AEDs. Dose adjustment is not recommended. Levetiracetam
had no effect on plasma concentrations of carbamazepine, valproate, topiramate, or lamotrigine.

Oral Contraceptives . . . . o

Levetiracetam (500 mg twice daily) did not influence the pharmacokinetics of an oral
contraceptive containing 0.03 mg ethinyl estradiol and 0.15 mg levonorgestrel, or of the luteinizing
hormone and progesterone levels, indicating that ijairment of contraceptive efficacy is unlikely.
Coadministration of this oral contraceptive did not influence the pharmacokinetics of levetiracetam.
Digoxin

Levetiracetam (1000 mg twice daily) did not influence the pharmacokinetics and
pharmacodynamics (ECG) of digoxin given as a 0.25 mg dose every day. Coadministration of
digoxin did not influence the pharmacokinetics of levetiracetam.

Warfarin

Levetiracetam (1000 mg twice dail Ldid not influence the pharmacokinetics of R and S warfarin,
Prothrombin time was not affected by levetiracetam. Coadministration of warfarin did not affect
the pharmacokinetics of levetiracetam.

Probenecid

Probenecid, a renal tubular secretion blocking agent, administered at a dose of 500 mg four times
a day, did not change the pharmacokinetics of levetiracetam 1000 mg twice daily. G5y, of the
metabolite, uch L057, was approximately doubled in the presence of probenecid while the frachqn
of drug excreted unchanged in the urine remained the same. Renal clearance of ucb L057 in
the presence of probenecid decreased 60%, probably related to competitive inhibition of tubular
secretion of uch L057. The effect of levetiracetam on probenecid was not studied.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Rats were dosed with levetiracetam in the diet for 104 weeks at doses of 50, 300, and
1800 mg/kg/day. Plasma exposure (AUC) at the highest dose was approximately 6 times that in
humans at the maximum recommended dallg human dose (MRHD) of 3000 mg. There was no
evidence of carcinogenicity. In mice, oral administration of levetiracetam for 80 weeks {(doses
UP to 960 mg/kdg/day)_or 2 years (doses up to 4000 mg/kg/day, lowered to 3000_mg/kg/day
arter 45 weeks due to |ntolerab|llt)6) was not associated with an increase in tumors. The highest
dose tested in mice for 2 years (3000 mg/kg/day) is approximately 5 times the MRHD on a body
surface area (mg/m?) basis.

Mutagenesis

Levetiracetam was negative in in vitro (Ames, chromosomal aberration in mammalian cells) and
in vivo (mouse micronucleus) assays. The major human metabolite of levetiracetam (uch L057)
was negative in in vitro (Ames, mouse lymphoma) assays.

Impairment of Fertility

No adverse effects on male or female fertility or reproductive performance were observed in rats
at oral doses up to 1800 mg/kg/day, which were associated with plasma exposures (AUC) up to
approximately 6 times that in humans at the MRHD.

14  CLINICAL STUDIES
14.1 Partial-Onset Seizures

Effectiveness in Partial-Onset Seizures in Adults . . .
The effectiveness of levetiracetam for the freatment of partial-onset seizures in adults was
established in three multicenter, randomized, double-blind, placebo-controlled clinical studies in
atients who had refractory partial-onset seizures with or without secondary generalization. The
ablet formulation was used in all these studies. In these studies, 904 patients were randomized
to_placebo, 1000 mg, 2000 mg, or 3000 mg/day. Patients enrolled in Study 1 or Study 2 had
refractory partial-onset seizures for at least two years and had taken two or more classical AEDs.
Patients enrolled in Study 3 had refractordv partial-onset seizures for at least 1 year and had taken
one classical AED. At the time of the stu X Banents were taking a stable dose regimen of at least
one and could take a maximum of two AEDs. During the baseline period, patients had to have
experienced at least two partial-onset seizures during each 4-week period.

Study 1

Study 1 was a double-blind, Placgbo-comrolled, parallel-group study conducted at 41 sites in
the United States comparing levetiracetam 1000 mg/d;(?/ (N=97), levetiracetam 3000 mg/day
(N=101), and placebo (N=95) given in equally divided doses twice daily. After a prospective
baseline J)enod of 12 weeks, patients were randomized to one of the three treatment ?roups
described above. The 18-week treatment period consisted of a 6-week titration period, followed
by a 12-week fixed dose evaluation period, during which concomitant AED regimens were held
constant. The primary measure of effectiveness was a between group comﬁanson of the percent
reduction in weekly ‘partial seizure frequency relative to placebo over the entire randomized
treatment period (fitration + evaluation period). Secondary outcome variables included the
responder rate (incidence of patients with >50% reduction from baseline in partial-onset seizure
frequency). The results of the analysis of Study 1 are displayed in Table 10.

]'al%I‘e d101 Reduction in Mean Over Placebo in Weekly Frequency of Partial-Onset Seizures
in Study

: Levetiracetam
_ Levetiracetam
Placebo (N=95) 1000 mg/day (N=97) 3[)(%0=r?8/1d)ay
Percent reduction in partial
seizure  frequency  over - 26.1%* 30.1%*
placebo

*statistically significant versus placebo

The percentage of patients (y-axis) who achieved =50% reduction in weekly seizure rates from
baseline in partial-onset seizure frequency over the entire randomized treatment period (titration +
evaluation period) within the three treatment groups (x-axis) is presented in Figure 1.

Figure 1: Responder Rate (=50% Reduction from Baseline) in Study 1

*statistically significant versus placebo

Study 2
Study 2 was a double-blind, placebo-controlled, crossover study conducted at 62 centers in
Europe compannq levetiracetam 1000 mg/day (N=106), levetiracetam 2000 mg/day (N=105),
and placebo (N=111) given in equally divided doses twice daily.
The first period of the study (Period A) was designed to be analyzed as a parallel-group study.
After a prospective baseline period of up_to 12 weeks, patients were randomized to one of the
three treatment groups described above. The 16-week treatment period consisted of the 4-week
titration period followed by a 12-week fixed dose evaluation period, during which concomitant
ED regimens were held constant. The primary measure of effectiveness was a between group
comparison of the percent reduction in weekly partial seizure frequency relative to placebo over
the entire randomized treatment period (titration + evaluation period). Secondary outcome
variables included the responder rate (incidence of patients with =50% reduction from baseline in
partial-onset seizure frequency). The results of the analysis of Period A are displayed in Table 11.

Table 11: Reduction in Mean Over Placebo in Weekly Frequency of Partial-Onset Seizures in
Study 2: Period A

Placebo Levetiracetam Levetiracetam
(N=111) 1000 mg/day 2000 mg/day
_ (N=106) (N=105)
Percent reduction in partial seizure
frequency over placebo - 17.1%* 21.4%*

*statistically significant versus placebo

The percentage of patients (y-axis) who achieved >50% reduction in weekly seizure rates from
baseline in partial-onset seizure frequency over the entire randomized treatment period (titration +
evaluation period) within the three treatment groups (x-axis) is presented in Figure 2.

Figure 2: Responder Rate (>=50% Reduction from Baseline) in Study 2: Period A

*statistically significant versus placebo

The comparison of levetiracetam 2000 mg/day to levetiracetam 1000 mg/day for responder rate
was statistically significant (P=0.02). Analysis of the trial as a cross-over yielded similar results.

Study 3

Study 3 was a double-blind, placebo-controlled, ,{‘)arallel-group study conducted at 47 centers in
Europe comparing levetiracetam 3000 mg/d.aﬁ/ (N=180) and placebo (N=104) in patients with
refractory partial-onset seizures, with or without secondary generalization, receiving only one

concomitant AED. Study drug was given in two divided doses. After a prospective baseline period
of 12 weeks, patients were randomized to one of two treatment %roups described above. The 16-
week treatment period consisted of a 4-week titration period, followed by a 12-week fixed dose
evaluation period, during which concomitant AED doses were held constant. The primary measure
of effectiveness was a between group comparison of the percent reduction in weekly seizure
frequency relative to placebo over the entire randomized treatment period (titration + evaluation
period). Secondary outcome variables included the responder rate_(incidence of patients with
=>50% reduction from baseline in partial-onset seizure frequency). Table 12 displays the results
of the analysis of Study 3.

jralélle 323 Reduction in Mean Over Placebo in Weekly Frequency of Partial-Onset Seizures
in Study

Levetiracetam
Hlacebo 3000 mg/day
(N=104) (N=150)
Percent reduction in partial seizure
frequency over placebo - 23.0%*

*statistically significant versus placebo

The percentage of patients (y-axis) who achieved =50% reduction in weekly seizure rates from
baseline in partial-onset seizure frequency over the entire randomized treatment period (titration +
evaluation period) within the two treatment groups (x-axis) is presented in Figure 3.

Figure 3: Responder Rate (=50% Reduction from Baseline) in Study 3

Placebo (N=104)

*statistically significant versus placebo

Effectiveness in Partial-Onset Seizures in Pediatric Patients 4 to 16 Years of Age =~
The effectiveness of levetiracetam for the treaiment of Farnal-onset seizures in Fedmnc patients

was established in one multicenter, randomized double-blind, placebo-controlled study (Study
4), conducted at 60 sites in North America, in pediatric l{)auems 4 0 16 years of age with partial
seizures uncontrolled by standard antiepileptic drugs (AEDs). Eligible patients on a stable dose
of 1-2 AEDs, who still experienced at least 4 partial-onset seizures during the 4 weeks prior to
screening, as well as at least 4 partial-onset seizures in each of the two 4-week baseline periods,
were randomized to receive either levetiracetam or placebo. The enrolled population included 198
patients (Levetiracetam N=101, placebo N=97) with refractory partial-onset seizures, whether or
not secondarily generallzed. The study consisted of an 8-week baseline period and 4-week titration

eriod followed by a 10-week evaluation period. Dosing was initiated at a dose of 20 mg/kg/day in

o divided doses. During the treatment period, levetiracetam doses were adjusted in 20 mgX(g/
day increments, at 2-week intervals to the target dose of 60 mg/kg/day. The primary measure of
effectiveness was a between group comparison of the percent reduction in weekly partial seizure
frequency relative to placebo over the entire 14-week randomized treatment period (titration
+ evaluation period). Secondary outcome variables included the responder rate (incidence of
patients with > 50% reduction from baseline in partial-onset seizure frequency per week). Table
13 displays the results of this study.
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The percentage of patients (y-axis) who achieved > 50% reduction in weekly seizure rates from
baseline in partial-onset seizure frequency over the entire randomized treatment period (titration +
evaluation period) within the two treatment groups (x-axis) is presented in Figure 4.

Figure 4: R der Rate (= 50% Reduction from Baseline) in Study 4
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Effectiveness in Partial-Onset Seizures in Pediatric Patients 1 Month to <4 Years of Age
The effectiveness of levetiracetam for the treatment of Fartlal-onset seizures in Fedlatrlc patients
was established in one multicenter, randomized double-blind, placebo-controlled study (Stud
5), conducted at 62 sites in North America, South America, and Europe in pediatric patients
month to less than 4 years of age with partial seizures, uncontrolled by standard epileptic drugs
(AEDs). Eligible patients on a stable dose of 1-2 AEDs, who experienced at least 2 partial-onset
seizures during the 48-hour baseline video EEG were randomized to receive either levetiracetam
or placebo. The enrolled population included 116 patients (levetiracetam N=60, placebo N=56)
with refractory partial-onset seizures, whether or not secondarily generalized. Randomization
was stratified by age range as follows: 1 month to less than 6 months of at[;e (N=4 treated
with levetiracetam), 6 months to less than 1 year of age (N=8 treated with [evetiracetam), 1
year to less than 2 years of age (N=20 treated_with levetiracetam), and 2 years to less than 4
years of aPe (N=28'1reated with levetiracetam). The study consisted of a 5-day evaluation period
which included a 1-day titration period followed by a 4-day maintenance period. Levetiracetam
dosing was determined by age and weight as follows: children 1 month to less than 6 months old
were randomized to a target dose of 40 mg/kg/day, and children 6 months to less than 4 years
old were randomized to a target dose of 50 vmg/kQS/da . The primary measure of effectiveness
was the responder rate (percent of patients with = 50% reduction from baseline in average dail
partial-onset seizure frequency) assessed by a blinded central reader using a 48-hour video EE
performed during the last two days of the 4-day maintenance period. A total of 109 patients were
included in the efficacy analysis. A statistically significant difierence between levetiracetam and
placebo was observed (see Figure 5). The treatment effect associated with levetiracetam was
consistent across age groups.

Figure 5: Resgwnder Rate for All Patients Ages 1 Month to < 4 Years (= 50% Reduction from
Baseline) in Study 5
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*statistically significant versus placebo

14.2 Myoclonic Seizures in Patients with Juvenile Myoclonic Epilepsy

The effectiveness of levetiracetam as adjunctive therapy in patients 12 years of a?e and older
with juvenile myoclonic epilepsy (JME) experiencing myoclonic seizures was established in one

Levetiracetam (N=58)

multicenter, randomized, double-blind, placebo-controlled study g_Study 6), conducted at 37 sites
in 14 countries. Eligible patients on a stable dose of 1 antiepileptic drug (AED) experiencing one
or more myoclonic seizures per day for at least 8 days during the prospective 8-week baseline
eriod were randomized to either levetiracetam or placebo (levetiracetam N=60, placebo N=60).
atients were titrated over 4 weeks to a target dose of 3000 mg/day and treated at a stable dose
of 3000 mg/day over 12 weeks (evaluation period). Study drug was given in 2 divided doses.

The primary measure of effectiveness was the proportion of patients with at least 50% reduction

in the number of days per week with one or more myoclonic seizures during the treatment period

(titration + evaluation periods) as compared to baseline. Of the 120 patients enrolled, 113 had a

j;\% ﬂOSIr? of c%nﬂrme or suspected JME. Table 14 displays the results for the 113 patients with
in this study.

Table 14: Responder Rate (=50% Reduction from Baseline) in Myoclonic Seizure Days per
Week for Patients with JME in Study 6

Placebo Levetiracetam
(N=59) (N=54)
Percentage of responders 23.7% 60.4%*

*statistically significant versus placebo
14.3 Primary Generalized Tonic-Clonic Seizures

The effectiveness of levetiracetam as adjunctive therapy in patients 6 years of age and older
with idiopathic generalized eF_nepsy experiencing primary generalized tonic-clonic (PGTC) seizures
was established in one multicenter, randomized, double-blind, Placebo-contmlled study (Study
7), conducted at 50 sites in 8 countries. EI|%|bIe patients on a stable dose of 1 or 2 antiepileptic
drugs (AEDs) experiencing at least 3 PGTC seizures during the 8-week combined baseline
period (at least one PGTC seizure during the 4 weeks prior fo the prospective baseline period
and at least one PGTC seizure during the 4-week prospective baseline period) were randomized
to either levetiracetam or placebo. The 8-week combined baseline period is referred to as
“baseline” in the remainder of this section. Patients were titrated over 4 weeks to a target dose of
3000 mg/day for adults or a pediatric target dose of 60 mg/kg/day and treated at a stable dose of
3000 mg/day (or 60 mg/kg/day for children) over 20 weeks (evaluation period). Study drug was
given in 2 equally divided doses per day. The primary measure of effectiveness was the percent
reduction from baseline in weekly PGTC seizure frequency for levetiracetam and placebo treatment
groups over the treatment period (titration + evaluation periods). The population included 164
patients (levetiracetam N==80, placebo N=84) with idiopathic generalized epilepsy (predominately
Juvenile myoclonic_epilepsy, juvenile absence epilepsy, childhood absence epilepsy, or epilepsy
with Grand Mal seizures on awakening) experiencing _[immary generalized tonic-clonic seizures.
Eachlott these syndromes of idiopathic generalized epilepsy was well represented in this patient
population.

There was a statistically significant decrease from baseline in PGTC frequency in the levetiracetam-
treated patients compared to the placebo-treated patients.

gz:h:ie 17 5: Median Percent Reduction from Baseline in PGTC Seizure Frequency per Week in
udy

Placebo . _
(N=84) Levetiracetam (N=78)
Percent reduction in PGTC seizure
frequency 44.6% 77.6%*

*statistically significant versus placebo

The ?ercentage of patients (y-axis) who achieved >50% reduction in weekly seizure rates from
baseline in PGTC seizure frequency over the entire randomized treatment period (titration +
evaluation period) within the two treatment groups (x-axis) is presented in Figure 6.

Figure 6: Responder Rate (=50% Reduction from Baseline) in PGTC Seizure Frequency per
Week in Study 7

Placebo (N=84)
*statistically significant versus placebo
16  HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

Levetiracetam Oral Solution, USP o o )
100 mg/mL: a clear, colorless, grape-flavored liquid. It is supplied in the following oral dosage

forms:

*  NDC 64380-960-01 16 fl 0z (473 mL) bottle o . )

. NDC 64380-960-02 Unit Dose Cups of 5 mL supplied in a case containing 10 unit dose
cups of 5 mL packaged in 1 tray.

16.2 Storage
Store at 25°C (77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled
Room Temperature].

17  PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Psychiatric Reactions and Changes in Behavior . . .
Advise patients that levetiracetam oral solution may cause changes in behavior (e.g. aggression,
agitation, anger, anxiety, apathy, depression, hostility, and irritability) and psychotic symptoms
[see Warnings and Precautions (5.1)].

Suicidal Behavior and |deation B o ) X
Counsel patients, their caregivers, and/or families that antiepileptic erags EAE'DS)' including
levetiracetam oral solution, may increase the risk of suicidal thoughts and behavior and advise
patients to be alert for the GFI:IBFFBI'ICE or worsening of sKmptoms of depression; unusual changes
In mood or behavior; or suicidal thoughts, behavior, or thoughts about self-harm. Advise patients,
their caregivers, and/or families to immediately report behaviors of concern to a healthcare
provider [see Warnings and Precautions (5.2)].

Effects on Drivin% or Operating Machinery
Inform patients that levetiracetam oral solution may cause dizziness and somnolence. Inform
atients not to drive or operate machinery until they have gained sufficient experience on

evetiracetam to gauge whether it adversely affects their ability to drive or operate machinery [see
Warnings and Precautions (5.3)].

Anaphylaxis and Anlgioedema . . . .
Advise patients to discontinue levetiracetam oral solution and seek medical care if they develop
signs and symptoms of anaphylaxis or angioedema [see Warnings and Precautions (5.4)].

Dermatological Adverse Reactions . . o
Advise patients that serious dermatological adverse reactions have occurred in patients treated

with levetiracetam oral solution and instruct them to call their physician immediately if a rash
develops [see Warnings and Precautions (5.5)].

DRESS/Multiorgan Hypersensitivity . o

Instruct patients and caregivers that a fever or rash associated with signs of other organ system
involvement (e.g., lymphadenopathy, hepatic dysfunction) may be drug-related and should
be reported to their healthcare provider immediately. Levetiracetam oral solution should be
discontinued immediately if a serlous hypersensitivity reaction is suspected /see Warnings and
Precautions (5.6)].

Withdrawal of Levetiracetam oral solution - . . . .
Advise patients and caregivers not fo discontinue use of levetiracetam oral solution without
consulting with their healthcare provider. Levetiracetam oral solution should normally be gradually
withdrawn to reduce the potential of increased seizure frequency and status epilepticus /see
Warnings and Precautions (5.8)].

Advise patients to notify their healthcare provider if they become pregnant or intend to become
pregnant during levetiracetam oral solution therapy. Encourage patients to enroll in the North
American Antiepileptic Drug (NAAED) pregnancy registry if they become pregnant [see Use in
Specific Populations (8.1)].

KEPPRA is a registered trademark of UCB Inc and is not a trademark of Strides Pharma Science Ltd.
Thedov%ner of this brand is not affiliated with and do not endorse Strides Pharma Science Ltd. or its
products.
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