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Oxcarbazepine Tablets
Rx only

Prascribing Information
DESCRIPTIO!
Oxcarbazepine is an antipieptic drug avalalo as 150 mg, 300
g and 600 mg fim-coated tables for oral administraton.
Qxcarbazepine 1 10,11-Dihy0ro-10-0x0-5H-dibenalb fazepine-
5-carboxamide, and is structuralformula i to the ig
2epine is a white to fintly orange crystane powder. It
is iightly oluble in choroform, dichioromethane, acetone, and
l insoluble in ethanol,ether and water.
It molecular weigh s 252.27.
Oncanaapine fi-<osed tabiescoran the foloving v ngrednts: icocystalin
caliose, crusgordone, hprmelose, olocl sion doic,m
iyl alcolol h\c mamum o, pobathylne ghco, “(DEC Yl o, 6
S i 3 I el
s DR Yl o0 20l e, ~corans FOEG Yol o555 el
additive. (Se¢ PRECAUTIONS). Allergen Statement: This product contains S0y
CLINICAL PHARMACOLOGY
Mechanism of Action
The phamacologcal actuty of Ocatazepne s arimaly srered trough th 10-
Vietabolism a

oWe)

Coty

mesting one of the exit riteria was also statistcally significant in favor of the Oxcarbazepine
2400 mo/day group (see Figure 4), p=0.0001

Figure &

Kaplan-Meier
Estimates of Exit Rate
by Treatment Group

Sttt

A monotherapy tria vas conducted in 92 peiatic patents (1 morth to 16 years of age) with
inadequately-controlled or_nev-onset partal seizures. Patients were hospitaized and
randomized 1o either Oxcarbazepine 10 mg/kg/day or were tirated up to 40-60 mghkday
wihin three days vhile vithdraving the previous AED o the second day of Oxcarbazepine
herapy. Sezures viere recorded through continuous vided-EEG monitoring from day 3 to da
5. Patients either complete the 5 day treatment or met one of the two exit riteia: 1) three
Sy spse s et il sezues il 3 betaorl coroit). 2) 3

) o olsi
The precise mechanism by which oxcarbazepine and MHD poaiv e et 1+
of
uolage sensite sodium channels resuiting n stabiztion of fype oo nou
membranes, inhbition of repetitive neuronal firing, and diminution of propagation of synaptic
impulses. These actions are thought to be important n the prevention of seizure spread in the
intact brain. In addition, increased potassium conductance and modulation of high-voltage
activated calcium channels may contribute to the anticonvulsar
significant interactions of oxcarbazepine o MHD with brain neurotransmitter or modulator
receplor sies have been demonstrated.
Pharmacodynamics
Oxcarbazepine and its active metabolite (MHD) exhibit anticonvulsant properties in animal
soiurs models, They prtectd odens agalst dctical iducad ol earsonseures
and, to a lesser degree, chemically induced clonic seizures, and abol
ifouancyof choicl acuring eca eeurs o hosus morkeys wih alumlnum implants.
No development of tolerance fon of anticonvulsive activty) w ed in the
ol Sr0ShoC ot Wi i i s e 1ot Gl o o oy o o ek
respectively, with oxcarbazepine or MIH

s
Following oral administration of Oxcarbazepine tablets, oxcarbazepine s completely absorbed
and extensively metabolized o its pharmacologically active 10-monohydoxy metabolite
(MHD). The halt-fe of the parent is about two hours, while the hal-ife of MHD Is about nine
hours, 5o that MHD is responsible for most antiepileptic acivy.
Based on MHD concentrations, Oxcarbazepine tablets and suspension were shown to have
similar bioavailabilty.
or singl-doso aaminsraton of Oxcarbazgping talt o ity male vlunters udor
fated OndHions, {1 Ml s 45 (ange 3 10
alance study in people, only 2% of total mmnactwm/ in plasma was due to
nchanged oxcarbazepine, with approximately 70% present as MHD, and the remainder
attibutable to minor metabolites.

1 Food has no effect on the rate and extent of absorption of oxcarbazepine from
Oxcarbazepine tablets. Therefore, Oxcarbazepine tablets can be taken with or without food.
Steady-state plasma concentrations of MHD are reached within 2-3 days in patients when
Oxcarbazepine is given tice a day. At steady-state the pharmacokinetics of MHD are linear
and show dose proportionaliy over the dose range of 300 to 2400 mg/day.

Distribution
The apparent volume of distribution of MHD is 49L.

prolonged e primary measure of effectiveness was a between-group

staisticaly signifiant (0=0.904). The majort of patens from bath dose groups competed

the 5-day study without exiting.
Afhough ts sty Tald fo dermonstate an efct of cxcartazeine as manctheregy n
pediatric patients, several design elements, including the short treatment and assessment
i, e absanc o a e paceb, and h kel porsistence of plasma el of praviously
administered AEDs during the treatment period. make the results uninterpretable. For this
reason, the results do not undermine the conclusion, based on pharmacokinetic/pharmaco-
in 4

years old and older

Oxcarbazepine Adjunctive Therapy Trials

The_effectiveness of Oxcarbazepine as an adjunctive therapy for partal seizures was

established in two multicente, andomized, double-bind, placeba-controlled ias, one in 692

patints (15-66 years of age) and one in 264 pediatic patents (3-17 years of age

Patients n these tials were on 1-3 concomitant AEDs. In both of the trias, patients were

stbilzed on optimu doss of thl oncomiant AEDs duri an ek basei phise

Patients who experienced at lezst 8 (minimum of 1-4 per month) partial sizures during the
baselt phass vers randomiy assigned 0 pcebo o 0 a spcic Goss of xcarbazapine n

addiion to thei other AEDs.

until ither
wias reached, or o
wiek (adults) maintenance period.
In the adult tial, patients received fixed doses of 600, 1200 or 2400 mg/day. I the pediatric
trial, patients recelved maintenance doses i the range of 30-46 malka/day, depending on
baseline vieight. The primary measure of effectveness in both trials was a between-group
comparison of frequency in
phase rlative to baseline phase. This comparison was statitically significant in favor of
Oncarzein at o doses s n o il (=0.0001 for al dses for bl ). The
number 10 each dose, the median median
ororagt st e Folon o a1t aro show i Tai 1 I s rporant 10 e
Hhatinth it dos roup i the sty i aduls,over 65% o gt discontnuadresiment
events; only 4 the patents in his group comple -week
iy (e ATVERSE mcrmus sznmn] an outcome not seen in the monotherapy Stuies.

(sweling of the face, eyes, lps, tongue or dificulty in swallowing or breathing) and to stop
taking the drug until they have consuted with their physician (see WARNINGS, Anaphylactic
Reactions and Angioedema subsecion).

Pelnts who v eXBed Iyprsensivy ectons o catazsin shoud e formed

Dizziness (1.7%), nausea (1.7%),fash (1.7%), headache (1.4%)

Adinate ThoragyMonathrapy in Plsric Peins 4 Years Oid and Aboe Prviously
ated with other A st commonly observed (=5%) adverse experiences seen in

adaon it DxLavbazepme in these patients were similar to those seen in adul

Approximately 1% of these 456 pediatrc patients discontinued treatment because of an

%-30% reactions vith

D epi
Palents shau b atisd that f thy expionce a hpersansiivly reacton e taing

were: Somnolence (2.4%), vomiting (2.0%), ataxia (1.8%), iplopia (1.3%), dizziness (1.3%),
1

fatigue (1.1%), nystagmus (1.1%).

S o oty of Hypaceniy Rescion 1o Caarcaepe subacion Pales
should be advised that serious skin reactions have been reported in association with
Oxcarbazepine. In the event a ski reaction should occur wile taking Oxcarbazepine patients
should consul with their physician immediatly (see WARNINGS, Serious Dermatological
Reactions subsecton).

Patints shoud be instructed that a fever associated with other organ system invohvement
(s, bmphadarogaty, i) ey b crug eted nd houd bs et 0 e shysin
immediatel (see PRECAUTIONS, Mult ypersensiity subsex

Fomal patsts of chidbeaing age shaud be varnad hat he concurent use of
Oxcarbazepine with hormonal conlraceptives may render this method of contraception less
effective (see Drug Interactons subsection). Addtonal non-hormonal forms of cotraception
are recommended when using Oxcarbazepine

due

toa possible additive sedatve effect
Patients should be advised that Oxcarbazepine may cause dizziness and somnolence.

Accordingly, patiens should be advised not to drive or operate machinery unti they have
gained suffcient experience on Oxcarbazepine to gauge whether it adversely affects their

abilty to drive or operate machinery.

Laboratory

Serum sodium levels below 125 mmolL have been observed in patients treated with
Oxcarbazepine (see WARNINGS section). Experience from clinical trils indicates that serum
sodium levels return toward normal when the Oxcarbazepine dosage is reduced or
discontinued, or when the patient was treated conservativey (¢.0., flud restricton).
Laboratory data from ciincal trials suggest that Oxcarbazepine use was associated vith
jecreases in T, without changes in T, or

Drug Interactions

plasma concentrations of other rugs. In aditon, several AEDs that are cytochrome PA50

plasma MHD.
Oxcarbazepine was evaluated in human liver micrasomes to determine its capacity to inibit
ne o yccrome PASOcoames resporsbi o the bl of aer crgs. Fesuls

fonotherapy

AEDs: The most commonly observed (=5%) adverse experiences seen in association with
Oxcarbazepine in these patients were similar to those in adults.

Approximately 9.2% of 152 pediatrc patients discontinued treatment because of an adverse
experience. The adverse experiences most commonly associated (=1%) vith discontinuation
were ash (5.3%) and maculopapular fash (1.3%).

Adjunctive
Treted or 1ot ooy Trosed wih s AEDS T o ooy aheec o)
adverse experiences seen in association with Oxcarbazepine in these patints wiere similr to

frequently seen in these younger children.
Approximately 1% of these 241 pediatrc patiens discontinued treatment because of an

were: Convulsions (3.7%), stalus epilepticus (1.2%). and ataxia (1.2%)

Incidence in Controlled Clinical Studies: T prescriber should be avare that the figures in
Tables 3, 4, 5 and 6 cannot be used to predict the frequency of adverse experiences in the
course of usual medical practice where patient characteristcs and other factors may differ
imilarly, the cited cannot be directly
compared with figures oblained from other ciinical investigations involving diferent
treatments, uses, or investigators. An inspection of these frequencies, however, does provide
the prescriber with one basis to estimate the reative contribution of drug and nondrug factors.
o the adverse event incidences in the population studied.

Controlled Clinical Studies of Adjunctive Therapy/Monotherapy in Adults Previously

in at least 2% of adult patients with epiepsy treated with Oxcarbazspine or placebo as
in the patients

Table 6: Treatment-Emergent Adverse Event

nce in Controlled Clinical Studies of
s Previously Trealed with Other AEDS
ih Oxcarbazepine and Numerically More
Frequent Than n the Placebo Graup)

of Dxarteapine, Table i
from other AEDS t Note
it S of st mnnomerapy studies patients who dropped out during a preliminary
tolerability phase are not included i the tables.

Tale 3 TroamenkEmergont Atvese Event Incidenco I 3 Conrald Clnial Study of
Adjuncive Therapy in Adults (Events in at Least 2% of Patients Treated with 2400 mo/day
iy mare Frequent Than in the Placebo Group)

demonstrate that o
(MHD) have litle or no ozuamly o ncon 5 it o sk o ytocrome

Approximately 40% of MHD is bound to serum proteins, loumin. Binding s
e af e Cnu Soncanaton WA s B TR 3
Qxcarbazepine and MHD do not bind 10 alpha-1-acd giycoprotein.
Metabolism and Excrel
Orcarbizsin i adl aducd by sl symes n e 10 15 10-marayory
metabol . wihich is primarily responsible for the_pharmacological effect of
Orcamesine. WA, miabalod e by corugeton vin Gucrt e Mot
amounis (4% of the dos) are oxilzd 1 the pharncologicaly nactve 10, 1-dydioxy
metabolie (DH

eane . clared fom re body mostly in the form of metabolites which are
predorminartly excreted by the kidheys. More than 95% of the dose appears in th urine, with
s thin 1% 35 unchangd oxcarbaseine, Fecal axcreon sccouts fr s ran 4% f the
auminilered dos, Aoty % of the dose s sxcreed i e unne oier a5
glucuronides of 50 o ¢ nchanged WD (27 e i DHD Becounstr
Coesmatay 7k and Contates o W ond oAb tcoun fo 30 1 o
Special Populations
Hepatic Impairment
The pharmacokinetics and metabolism of oxcarbazepin and MHD were evaluated in healthy
volunteers and hepaticallympaired subjects after a single 900-mg oral dose. Mid-to-
moderate hepatic impairment did not affect the pharmacokinetics of oxcarbazepine and MHD.
No dose adjustment for Oxcarbazepine is recommended in patients with mild-to-moderate

been evaluated

therefore, caution shoulg

impaired patients

‘Renal Impairment

There is a linear correlation between creatinine clearance and the renal clearance of MHD.

When Oxcarbazepine is administered as a single 300-mg dose in renally-impaired patients.

{cetiin darancs <30 mLi. e diintion il of MHD i proogadt 19 hours
ool nresein AU Dosa adustmentorOcarbazein s Fscommendad nthess

uanems (see PRECAUTIONS and DOSAGE AND ADMINISTRATION soction

Wawm-amustm MHD clearance decreases as age and wiight increases approaching that of
‘The mean veight-adjusted clearance in children 4-12 years of age is approximately
40% higher on average than that of adults. Therefore, MHD exposure in these children is
expected to be about three-quarters that o aduls when treated with a similar weight-adjustes
ht increases, for patients 13 years of age and above, the weight-adjusted MHD

clearance is expected to reach that of adult.
tional pharmacokinetic information for pediatrc patients ages 2 to 4 years of age is
approved for Novartis Pharmaceuticals corporation's oxcarbazepine tablets and ora
suspension. However due to Novartis' marketing exclusivity rights, this drug product is not

Iabeled mr «ms pediaric age group.

FnHowmu Seminstaton f single (300 mg) and multiple (600 mg/day) doses of

Tabl i Summary of Percentago Changoin Partal Soizure Frequency from Basaine fo
Fitabo-Comvoneh Adreiws Therapy oats
Tral Treatment Group.
Baseline Median %
N Median eduction|
1 (pediatrics) Oxcarbazepine 36 L3
Placebo 128 94
Z(aduts)  Oxcarbazepine 2400 mgiday 174 99
Oxcarbazepine 1200 mg/day 177 402
Oxcarbazepine 600 mgiday 168 2.4
173 76
7 per 28 Gays.

‘Subset analyses of the aniepieptic effcacy of Oxcarbazepine vih regard to gender in these
ral revealed o important diffrences n response betieen men and women. Because there
e very few patients over the age of of the drug n the lderly
has not been adequately assessed.
Addorl sinicl ra nformaton in pediric ptens ages 2 to 4 years s spproved or
Novartis Pharmaceuticals corporation's oxcarbazepine tablts and oral suspension.
10 Novarts. marking xcusiy s, 1 drug roduc s ot abled o1 s ot

age group.
INDICATIONS AND USAGE

Oxcarbazepine is indicated for use as monotherapy or adjunctive therapy in th treatment of
partal seiares, i adalsand as morterapy inthe e of partal seizures " children

s and

Adaonl pedat use formaton inpatits ages 2 0 4 yers i aprosd for Novarts
Pharmaceuticals corporation's oxcarbazepine tablets and oral suspension. However due o
anams kGG ExcuSIY PN, 118 Grug raduc s o sk 1o s pedat i age

CONTRANDICATIONS

carazsinshoid ot beused npatians it  known yporsnsiy 1o vicarazsine
ortoanyof i

WARNINGS

cum:auy signiicant hyponatremia (sodium <125 mmol/L) can develop during Oxcarbazepine

e. In the 14 controlle epilepsy studies 5% of Oxcarbazepine-teated patients (38/1,524)
T sodu o s an 125 MoVt st ponk g e, apare o 10 suh
patients assigned placebo or active control (carbamazepine and phenobarbital for adjunctive
and monotherapy substitution studies, and phenytoin and valproate for the monotherapy
initation studie). Clinicaly signifcant hyponatremia generally occurred during the fist three
months o treatment with Oxcarbazepine, although there were patients who first developed a
serum sodium <125 mmoliL more than one year after intaton of therapy. Most patie

and AUC valles OF IHD were 30%-50% igher than n youngr voluners (1832 yers of
age). Comparisons of creatinine clearance in young and elderly volunteers indicate that the
ierono was s 0 age-elate recucons i reaine cleaance

Gender
No gender-related pharmacokinetic diferences have been observed in children, aduits, o the
elder

Race
o specific studies have been conducted to assess what effect, i any, race may have on the
disposition of oxcarbazepine.
CLINICAL STUDIES

e effectiveness of Oxcarbazepine as adjunctive and monatherapy for partal seizures
in adults, and as adjunctive therapy in chidren aged 2-16 years was estabished in seven
mulicenter, randomized, controld trils
The effectiveness of Oxcarbazepine as monatherapy for partal seizures i children aged 4-16

rmined from data obtained in the studies described, as well as by

pharmacokineti/ pharmacodynamic considerations.
Oxcarbazepine Monatherapy Trials

ur randomized, controled, double-biind, multcenter trials, conducted in a predominately
adult population, demonstrated the efficacy of Oxcarbazepine as monatherapy. Two trals
compared Oxcarbazepine 10 placebo and two Lials used a randomized withdraval design to
compare a high dose (2400 mg) vith alow dose (300 mg) of Oxcarbazepine, afte substtuting
Oxcarbazepine 2 o more antiepileptc drugs (AEDs). All doses were
administered on a BID schedule. A fifth randomized, controlled, rater-biind, multicenter stuy,
ondul i ans populion. e o demonsrat s salscaly st dfrnce
etween low and high dose Oxcarbazepine et g

e lacebo- (1
partal sezues whohad compleedan et vt o7 iy S, Ptints had
been withdrawn from
Do 1o Fngomiaio. el wta o 0 o 70 OT DCt00 o OX RO
given as /day on Day 1 and 2400 mo/day thereaftr for an additonal nine days, or
untl one of the following three extt crteia occued: 1) the occurence of a fourth paril
seizure, excluding Day 1, 2) two new-onset secondarily generalized Seizures, where such

period pri or

seizures o status epileptius. The primary measure of effectiveness was a between group
comparison of the i to meet ext crtria. There was a staisticaly sgniicant difeence in
favor of Oxcarbazeping (see Figure 1), p=0.000!

Figure 1
Kapaneier
Estimates of Exit Rate
by Treatment Group

FU O

with newly-dagnosed an recen-onset prtlsizures. Pt wererandomizod topacho
BID)

developed hyponatremia patients n the ciincal rals were frequently
monitored and some had their Oxcarbazepine dose reduced, discontinued, o had their flid
ke resticed for yponatromiaWnethe r ot hso mancuvers omveriad ths occaranca
evere events is unknown. Cases of symptomatic hyponatremia have been reported
utng post-arkeing us. Inciicl s, paenis whose trestment wih xcarbzepie was
discontinued due to ia_ generally experienced normalzation of serum sodium
wihin 2 few days vithout additional treatment.
Measurement of serum sodium levels should be considered for patients during maintenance
treatment with Oxcarbazepine, particularlyif the patient is receiving other medications known
Is (for example, drugs associated vith inappropriate ADH
secretion) or if symptoms possibly indicating hyponatremia develop (e.0., nausea, malaise,
heagache, lethargy, confusion, obtundation, or increase i seizure frequency or severty).
Anaphylactic Reactions and Angioe
Rare cases of anaphylaxis and angioedema involving the larynx, gotts, lips and eyelis have
been reported in patients after taking the first or subsequent doses of Oxcarbazepine.
ngioedema associated with laryngeal edema can be fatl. If a patient develops any of these
reactions ater ireatment with Oxcarbazepine, the drug should be discontinued and an
allmatve et st Thes gt shold not b rctalengd wih e g (ses
S, Patients vith a Past History of Hypersensitiuty Reaction o Carbamazepine
suhseclmn)
Patients with a Past History of

Bady System/ Oxcarbazepine Placebo
Adverse Event WeA71 H=139
%
Body a5 a Whle
tigue 13
Aleroy 2 0
Asthenia 2 1
Digestive System
Vomiting 3 "
19 5
Constipation 4 1
Dyspepsia 2 0
Nervous System
feadache 31 19
Somnolence 3t 13
Dizziness 2% 8
Aaxia 13 4
ystagmus 9 1
Emotional Labilty 8 4
Gait Abnormal 8 3
Tremor 6 4
‘Speech Disorder 3 1
Goncentration Impared 2 1
Gonvulsions 2 1
Muscle Gontractions Involurtary 2 1
Respiralory Syster
Rhinitis 10 9
Preumonia 2 1
Bruising 4 2
Sweating Increased 3 0
Specal Senses
Diplopia 17 1
Vision Abnormal 3 1
i 2 0

450 enzymes evaluated (CYP1AZ, CYP2AB, CYPRCS, CYP2D6, CYP2E!, CYPAAS and Oscarbazepi mgda Other Events Observed in Association with the Administration of Oxcarbazepine
CYPAAT)with the exception of CYP2G19 and CYP3AY/S. Although inhibition of CYP3A4/5 by | Body System/ TXCG00  OXCT200  OXC2400  Piaceho In the paragraphs that follw, the adverse events other than those in the preceding tabls or
oxcarbazepine and MHD did occur at high concentrations, it is not likely to be of clinical | Adverse Event N=163 N=AT1 N=126 N=166 text, that occurred in a total of 565 children and 1,574 adults exposed to Oxcarbazepine and
Sgicance The nibiton o CYPZG13 3y oxarbzepi and MHD, Nowever, is cincaly % % % % hat are resoray ey 0 b rolted o dug use ate presnie. Evn's common in
relevant (see below). Baty 23 3 Whole population, everts rf Tkl 10 reflect concomitant lness e
10 Vitro, the UDP-glucurony! transferase level was increased, indicating induction of ths Fatgue 15 12 15 7 e ooy 1 e et e n o f g ey Becs e
enayme. Increases of 22% with MHD and 47% vilh oxcarbazepine were observed. As MHD, Asthenia A 5 H : reports cite events observed n open label and uncontroled tials, the fol of Oxcarbazepine in
the predominant plasia substrte,is only a weak nducer of UDP-glucuronyl transferase, t s Edoma Logs H H 2 H thelr causation cannot be relaby determine
unlikel 10 have an effect on drugs that are mainly eiminated by conjugation through UDP- Welght Increase i 2 3 i By as 2 Whoe P s, panchst recdal, g, weht s,
glucurony| transferase (e.., valprolc acd, amatriine Faeing Abnormal 0 i 5 H Cartiovascular System: Bradycardia, cardic falure, cerebral hemorrhage, hypertension,
In additon, xcarbazeping and MHD induc a subgroup of th cytochrome PASO 34 famiy | corsiovascular System ypatension nnsmm palpitation, syncope, tachycardia
(GYP3AA and CYP3AS) responsibl for the meabolism of ihydropyridine calcium antagonists fiuiis N E ) N m: Appetite increased, blood In stool, choleltiass, cols, duodena ulcer,
and oralconlraceptives, resuling in @ lowe plasima concentraton of hese rugs i, e, Sacion ctopagls, 1aines, S e, DO boedn, D
s binding of MHD to plasma proteins Is low (40%), cinically significant interactions witn | PI9estive System hyperplasia, hematemesis, hemorrhage rectum, hemorrhoids, hiccup, mouth dry, pain biliary,
other 6rugs through competiion or proten binding st are uniikely. Nausea 15 2 2 10 pain ight hypochandrium, etching, sialoadeniis, Stomaitis, storaiits lcerative
Antiepileptic Drugs - I H ® H Hemic and LymhatsSyten Letkopnia, rombocyoperia
Potential interactions betuween Oxcarbazepine and other AEDs wiere assessed in clnical Darnea o H i B Laboratory Abnorm: amma-GT increased, hyperglycemia, hypocalcemia, hypoglycemia,
studies. The effect of these interactions on mean AUCS and C,y, are summarized in Table 2. n“" e : ° : H hypokalemia, hverenzymes elevated, serum transaminase increased.

Table 2: Summary of Oxcarbazepine e 5 5 H H Musculoskeletal System: Hypertonia muscle.
onstipation System: Agressive reaction, amnesia, anguish, anxiet, apathy, aphasia, aura,
Infiuence of Infiuence of Gastritls 2 ! 2 ! convulsions agoravated, delirum, delusion, depressed evel of cansciousness, dysphoria
Ovcatazepine AED Wolalio md N onad isories onia, emotioal lablty, euphori, extrapyramidal disorder, feeing emiplegia
Hypon 3 1 2 1 dnesia, hyperrefexia, hypoesthesia, hypokinesia, hyporefieda, hy stori,
oncenllalmn Concentration Mnxeulnwumsymm ftido decreased, ido Increased, manic reacion, migraine, muscl Contrzctons involuntary.
Doseof  Oxcarbazepine  (Man Chan uscle Weakness 1 2 2 0 nevousness, neuralga, oculogyric Grsi, panic isorder, paralysis, paroniia, personaity

AR D ose 0% Conance 0% Confgone Sprains and Stran 0 2 2 1 disorder, psychosis, ptosis, stupor,ttany.

Coadmiistered_(mg/day) _(mg/day) Interval) Interval) Nervous System Respiratory System: Astha, dyspiea, epistaxis, aryngismus, pleurisy

Carbamazepine 4002000 900 o 0% decrease Headache 2 2% 2% 2% Skin and Appendages: Acne. alopecia, angloedema, bruising, dermatils contact, eczema,

[CF17% decrease, Dizzness 2% ] 9 13 fal rsh, fushing, ollut, et s ot fushes, phtisnsty reaton, s
57% decrease] Somnolence 20 2% ] 12 genita, p ash erythematous, rash maculopapular,vitligo, urica
Phencbarbial 100150 600-1800 T4% ncrease  25% Oecrease i 9 7 31 5 Spocil Sons madation abnr e, sarch, Sl hor e, Bt s,
(G 2% inrease, (0112% decrase, tsagms : a 2 : bemarcpe Iamydnasls "Dt extama, photophota, scooma, taste peerson, s,
o o ait Abrormal
= T — omnia i H 3 ] Surgical and Wedical Pocedare: Procedure denal orl, procedure femal reprducive,
lenytoin 250-500  600-1800 [3 % decreast rocedure musculoskeletal, procedure skin.
12002400 upto d0% [l 3% decrease, remot 3 8 18 5 i ? :
7 d emousness 2 q 2 1 Urogenital and Reproductive System: Dysuria, hemaluria, intermenstrual bleeding,
increase 8% decrease] h i > i Jeukorhea, menorthagia, micturion frequency, pai rena, pain urinary trat, polyura,
Cl: 12% increass, oo riapism, renal calculus.
50% ncrease] Cnardma(mn oo 1 3 2 1 priapism,
£E6 Abno 0 H 2 0 Otter: Systemic lupus erythematosus
Vaproicaid 4002800 600-1800 o 8% Gecrease i ¢ ¢ H H Post-Markeling and Other Experience
[Cl: 3% decrease, e on ] ] H H The
40% decrease] Cranial Injury NOS. 1 0 2 1 panem programs of post-marketing experience:

"M Genotes a mean change of ess than 10% Dysmetria 1 2 3 0 o0y a5 a Whole: Muli-Organ hypersensitvty disorders characterized by features such as

Pediarics Thinking Abnormal 0 2 i 0 msh fevr, ymphadanasthy. abnormal e uncton s osnopla and arre (se

“Hean increase in adults a high Oxcarbazepine dosos Aoty Sy AUTIONS, Mult-Organ Hypersensitivty subsection). Anaphylaxis (see WARNINGS,
; Y i ) 4 s 4 Ryt Reathons 08 ngssons uncciin
e T o s o D s b | o ndApenoges Diesis Sptea: Prcrts o lose s e amssloese, - ioma

200 moday utingaduncive erapy. 3 deeas n e doseofphnyton may o eured. | Acne 1 2 2 0 Stinand Jpendape: Enrema mtiome, Stevens ohrson ydrone o p
The increase of phenobarbial lvel, hoviever, is small (15%) when given with Oxcarbazepine. | Special Senses DR RSSO DEPENDENCE
Strong inducers of cylochrome PA50 enzymes (1. carbamazepine, phenytain and Diplopia " 3 P 5 o

henobarbita) have been shown to decrease the plasma lovels of MHD (29%-40% i
Shenabarial) tave b shown to decees Oxcarbazepie. ¢ bl Verao s i 3 : 'n: 15 o Otz st e it n s
Hocmone Cutaestives . esommasion ot 0 2 0 Intragast of oxcarbazepine to four cynomolgus mankeys demonstrated 1o igns

asma ‘cancentrations of the two- harmanal components, Lo 4 Averse Event Icidence n Contraled Gl Studies of |2/ dependence as measurd by th desie 0 sel-adminiser xcarazepne by lever

and
fvonoretel (LG, e mean AUCales of 5 werecersa by 8% 0% 2551
one study and % I 38-52] in another study. The mean AUC vales of LNG were
st by 52 605 1 2045 o Sty and 5% O G 4599 m st sy
Therefore, concurtent use of Oxcarbazepine with hormonal cotraceptives may render these
contraceptives les efective (see Drug Interactions subsecton). Studies with other oral or
implant contraceptives have not been conducted.

Calcium Antagonists

Aftr repeated coadministration of Oxcarbazepine, the AUC offelodiine was owered by 26%
190% CI:20- 33] Verapamil produce a decrease of 20% [30% CI: 18-27) of the plasma levels
o

Other Drug Interactions
Cimetidine, eryihromycin and dextropropoxyphene had no effect on the pharmacokinetcs of
MHD. Restlts with warfarin show no evidence of interaction with ither single or repeated
doses of Oxcarbazepine.

Drug/Laboratory Test Interactions

There are o known interactions of Oxcarbazepine with commonly used laboratory tests.

Carcnn I/Munuln- is/mpairment of Fertility
diet at doses of up

oo mojkalcay 1o i and oy gavage i doses of up o 250 malkg (0 1, and e
doses of up

t0 600 mg/ka/day to e ot ot v o st of hepatocelluar
adenomas was observed at oxcarbazepine doses =70 mg/kg/day or approximately 0.1 times
the maximum recommended human dose (MRHD) on a mg/m? basis. I rats, the incidence of
hepatocelllar carcinomas was increased in females treated with oxcarbazepine at doses =25
mokgday (01 times the WRHD on  moimbasks), and ncidonces of popatcelar

Monaierapy in Aduls Preiously Trated with Oiver AEDS (Bvnts in ai Leas 2% of
Patients Treated with 2400 mg/day of Oxcarbazepine and Numerically More Freqy
inthe Low Dse Control Group)

Oxcarbazepine Dosage (my/day)

pressing activy.

Human Overdose Experience
Isolated cases of overdose with Oxcarbazepine have been reported. The maximum dose taken
was approximately 24,000 mg. All patients recovered vith symptomatic treatment.
Treatment and Management

Patonts o ave had hypeSensviy TAGLons 1 Gatamazein shoud  nformed tat
approximately 25%-30% of them will_experience reactions  vith

1 600 moKgiday (24 tmos the MK on a mg/m: basis) and =250 MoKl (squivaent

Oxcarbazepine. For this reason patients should be speccally questioned about any prior
expeience wih carbamazepine, and patints vih a Nisory of hypersensitity reactons to
carbamazepine should ordinariy be treated with Oxcarbazepine only if the potential benefit
ustifes the poteniia risk. I signs or symptoms of hypersensitiity develop, Oxcarbazepine
should be_discontinued immediately_(See INGS, Anaphylactic Reactions and
Angioedema subsection; see PRECAUTIONS, Mult-Organ Hypersensitity subsectin).
Serious Dermatological Reactions
Serious dermatalogical reactions, including Stevens-Johnson syndrome (SJ8) and toxic
epidermal necrolysis (TEN), have been reported n both children and adults in association with
Oxcarbazepine use. The median time of onset for reported cases was 19 days. Such serious
skin reactions may be lfe threatening, and some patients have required hospitalzation with
Very rare_reports of fatal outcome. Recurtence of the Serious skin reactions following
rechallenge with Oxcarbazepine N also been reported
The reporting rate of TEN and SJS associated with Oxcarbazepine use, which s generally
accepted 1o be an underestimate due to underreporting, exceeds the background incidence
rate estimates by a factor of 3+t 10-fld. Estimates of the background incidence ate for these
serlous skin reactions in the general popu millon-
vs. Therefore, if a patient develops a skin reaction while taking Oxcarbazepine,
consideration should be give to discontinuing Oxcarbazepine use and prescribing another
antiepileptic medication.
Withdrawal of AEDs
A il antepleptc g, Oxcarazeineshoul e witkrawn gl to miniize e
otntal o ncresadsoure oy

PRECAL
G Yollow o. 5 (Tartrazine)
This product contains FD&C Yellow No. 5 (tartrazine) which may causs alergic-type reactions
finclucing roncial stme) n cartai usceptl prsns, Attaugh e ovrl nience o
FDAC Yell low, it
i ptiens who o have aspin Pperseniviy.
Cogniive/Neuropsychiatric Adverse Events

6 of Oxcarbazepine has been associated vith central nervous system-related adverse
events. The most significant of these can be classified into three general categories: 1)

b Oxcarbneping et 300 my BD and trtad o 1200 matay )
in six days maintenance treatment for 84 days. The primary measure of
e"euweness s S n group comparison of the time to i e T deens

lowing, diffculty with concentration, and speech
or language problems, 2) somnolence or fatigue, and 3) coordination abnormalies, including
s ad a dsutanes

v
Estmates of First

Seizure Even Rale
by Treatment Group , °”

WH W % G T % w1 1 0 0
D o 1 s b s

e ot

0/ 143
patients (12-65 years of age) whose partal seizures were inadequately controlled on
carbamazepine (CBZ) monatherapy at a stable dose of 800 to 1600 mo/day, and maintane

this Oxcarbazepine dose for 56 Gays (baseline phase). Patients who were able 1o tolerate
titration of Oxcarbazepine to 2400 mo/day during Simultaneous carbamazepine withdrawal
were_randomly_assigned to_either 300 mg/day of Oxcarbazepine or 2400 mo/c:

Oxcarbazepine. Patients wero observed for 126 days or until one of the following four extt
citeria occurred: 1) a doubling of the 28-day seizure frequency compared to baseline, 2) a
wio-fold ncrease in the highest consecutive two-day seizue frequency during baseline, 3) a

uced as
in chamazemnz iosag was ne e S maanes
developed, and patients were discontinued if unable to tolerate their highest target
maintenance doses. In tis trial, 65% of patients were discontinued because they could not
toleate the 2400 mg/day dose of Oxcarbazepine on top of existing AEDs. The adverse events

n the two treatments was statistcally significant i favor of Oxcarbazepine (se€ FIQUT  Aqyi Pation
3ot Tnono A, ot o stuy,Otcarazein wasadde 0 et AEDthray (up o troe
protocol, he dosage o red
Figure 2: e et 0

[

In this tril, 7.1% of oxcarbazepine-treated patients and 4% of placebo-reated patients

exporienced a cognitive adverse event. The risk of discontinuation for these events vias about
Inaddition, 26% o

patients and 12% of placebo-treated patients experienced somnolence. The risk of

Finaly, 287% of oarbazepine et patiens and 64% of plseho reted patents
e risk for discontnual

Seven times greater on oxcarbazepine than on placebo.

Ina single placebo-controllad monotherapy trialevaluating 2400 maday of Oxcarbazepine, no

patients in either treatment group discontinued double-blind treatment because of cognitive

adverse events, somnolence, ataxia,or gait disturbance.

the
magiday Oxcarbazepine, 1.1% of patients in the 2400 mg/day group discontinued double blind
treatment because of somnolence or cognitive adverse events compared to 0% in the 300
mg/day group. In these trials, no patients discontinued because of ataxia or gait disturbances
in either treatment group.

Pedatric Patients

seaues o which Ot vas sded o ng D terspy (110t conconant

seizure, ry measure of - group comparison of the time
to meet ext critera. The difference between the curves vias statstcally significant i favor of
the Oxcarbazepine 2400 mo/day group (see Figure 3), p=0.0001

Figure 3:
@plan-Meier

Estimates of Exit Rate
 Treatment Group

Another monotherapy substitution tial was conducted in 87 patints (11-66 vears of age)
WhoSe Sefzures were inadequately ontrolleg on one o 1o AEDS Patents viere randonized
10 eiher Oxcarbazepine 2400 mg/day or 300 mo/day and their standard AED regimen(s) were
liminated over the first s weeks of double-Dind therapy. Doube-bind treatment continued
for another 84 days (total double-bing treatment of 126 days) or untl one of th four exit
citra gesctbed fr e prvioussudycecured, T iy mesurs ofeecteness vas
 betuen-goup comparon o h grenage o pateris meing et it The esuts
et satscly sgnfcant i avor of e Oxcarazepno 2400 MGy roup (14

Compted 1 h ObEaRG 500 Mgy 1o (545 355 (<5000 e e 0

Ds). By pro t
St O Dme s it 1 e gt dose anging fom 30 mn/kq to 46 mghg
(based o a paterts body weigt withfad dosesfor pr-defned welnm raes)

Comman e bong Conaraton imparmen. 4 of 150 patas) o n 315 o1 pates
e i pakto In seion, 545 of oxcatspne o pers 4 140 o
placebo-treate (No
s event o somnlnce ) Fal, 252% of atephe e patlts and 7% o
placebortreate ced ataxia o it disturban ) oxcarbazepine
edad patans and 1 (0.0%) placebo-tesen paient icontued o 1o aoca or Gat
disturbances.
Muli-Organ Hypersensitivity
Mult-organ hypersensitiviy reactions have occurred i close temporal association (median
time to detection 13 days: range 4-60) to the intaton of Oxcarbazepine therapy in adult and
pediatrc patients. Altrough there have been a lmi
resuiled in hospitalization and some were considered e threatening. Signs and symptoms of
this disorder were diverse; however, patients typicall, although not exclusively, presented
wilh fever and rash associated wih other organ system involvement. Other associated
manifestations included_lymphadenopathy, hepatits, ver function test abnormlites,
hematological abrormaities (e.., eosinophiia, thrombocytoperia, neutropenia), pruritus,
nephris, oliguri vral synaome, s and ashni, Scase o dorr
e in s expression, other ms and signs, not noted here, may
Gocur. 1 TS racion o Susected, ORcarbazepneShoul b dscomued and an et
reatment started. Athough there are no case report {0 indicate cross senstivty it other
drugs that produce this syndrome, the experience amongst drugs associated vith mult-organ
hypersensitivity would indicate this to be a possibilty (seo WARNINGS, Patients with a Past
History of Hypersensitvity Reaction to Carbamazepine subsection),
Information for Patients
‘Anaphylactic reactons and angioedema may occur during treatment with Oxcarbazepine.

basis),fespectively
testicular inerstital cell wmors n ats at 250 mg oxcarbazepinelkgiday and at =250 m
MHD/kg/day, and an increase n the incidence of granuar el tamors i th cervixand vagina
in ats at 600 mg MHDAK/day.

Oxcarbazepine increased mutation frequencies in the Amos test in vitr in the absence of
metabolic actvation in one of fie bacterial strains. Both oxcarbazepine and MHD produced
increases i chromosomal aberratons and polyploidy in the Chinese hamster ovary assay in
Vit in the absence of metabolic activation. MHD was negative in the Ames test and no
mutagenic o ciastogenic acivity was found with ether oxcarbazepine or MHD i V79 Chinese
Panstr ol i e, Oucatazpine and WHD wete both negthe o cisognc o
aneugenic effects (micronucleus formation) n an i vivo rat bone marrow as

Iy suty i whic s wera aaminsard WD (30,15, o 450m0KQ) ral prr fo

Iutea, implantations, and Ive embryos were reduced in females receiving the highest dose
(approximately two fimes the MRHD on a m/m basi).

Pregnancy Categ

Increased_incidences of fetal structural abnormalties and other manifestations of
developmental toxcity (embryolethaly, growth retardation) were observed inthe offspring of

animals treated vith either oxcarbazepine or its active 10-hydroxy metabolite (MHD) during
pregnancy at doses Similar to the maximum recommended human dose.

When pregnant rats were given oxcarbazepine (30, 300, o 1000 mo/k) orall throughout the
period of organogenesis, increased incidences of fetal malformations. (craniofacia,
cardiovascular, and Skeletal) and variations were observed at the intermediate and high doses
(approximately 1.2 and 4 times, respectivaly, the maximum recommended human dose
[MRHD] on a mo/mbasis). Increased embryofetal death and decreased fetal body weights

were seen t the figh dose. Doses =300 mo/kg were also maternally toxic (decreased body

welght gain, cliical signs), but there is no evidence to suggest that teratogenicity was
secondary 10 the maternal ffects.

10 a study in which pregnant rabbits were oraly administered MHD (20, 100, or 200mg/kg)
duriog aranogenesi,embryofeal morall vasncesed 3 e Hghes doss (1.5 nes e
MRHD on a g/ basis). This dose produced only minimal maternaltoxicty.

Inastuty i i ol s vers dosd aaly i axcaraapin (25,5, o 150mk)
during the latter partof gestation and throughout the lactation period, a persistent reduction

‘welghts and aftered behavior (decreased actiity) were observed in offspring exposed

fohe Nohest o (05 ties th MRHD n & mgr asl). o séminstrton of WD (25,

0 mojg) o rats g gstalonand ctatn esuled in 3 pesistnt educton

ofspring weights at the highest dose (equivalent 10 the MRHD o

Thte ae o adequal and wol-conaled cnical tus of OaFwEpn I progant

‘women; however, Oxcarbazepine is closely related structurally to carbamazepine, which is
considered to be teratogenic in humans. Given this fact, and the resuls of th animal studies
descibed, it i ikely that Oxcarbazepine is a human teratogen. Oxcarbazepine shoul

during pregrancy only fthe potential eneft justiies the potentia isk to the fetus.

Labor and Deliver

The effect of Oxcarbazepine on abor and elivery in humans has not been evaluated.

Nursing Mathers

Oxcarbazepine and its actve metabolite (MHD) are excreted in human breast milk. A mik-to-
lasma concentration ratio of 0.5 wias found for both. Because of the potentil for serious

adverse reactons o Oxcarbazepine i nursing ifants, a decision should be made about

whether to discontinue nursing or 1o discontinue the rug in nursing women, taking into

account the importance of the drug to the mother.
Patients with Renal Impairment

in

min),

is prolonged with a corresponding two-fold increase in AUC (see CLINICAL PHARMACOLOGY,
Pharmacokinetics subsection). Oxcarbazepine therapy should be initated at one-Falf the usuai
starting dose and increased, if necessary, at  siower than usual rate until the desired clinical
response is achieve

Pediatric

indicated for
16 years. Oxcarbazepine s also indicad as monalherapy for prtal seizres in patents ged
4-16 years. Oxcarbazepine has been given to 770 patients between the ages of 3-17 years in
controlled clinical tils (332 treated a5 monotherapy) and about 615 patients between the
- in other trial. (See ADVERSE REAGTIONS section for a descripton of the
adverse events associated with Oxcarbazepine use in s population)
Additional pediatrc use information in patiens ages 2 to 4 years is approved for Novartis
Pharmaceuticals corporation's oxcarbezepine tablets and oral suspension. However due to
Novarts” marketing exclusivity ights, s drug product s not labeled for tis pediatric age
group.
Geriatric Use
There were 52 patients over age 65 in contralled cincal trials and 565 patients over the age
o8 i oter v, Foowing adimistraton of sing (00mg) sl (10 myiey)
doses of Oxcarbazepine in eldely volunteers (60-82 years of age). the maximum plasma
Comeenatons and AU v f MHD wre S04 60% it 11000 JOUENS (.

hat the difference was due to age-rolated reductions in creatinin learance
ADVERSE REACTIONS
Most Common Adverse Events in All Clnical Studies

fonotherapy in Adults Previously Treated with other AEDS: The most
commonly observed (=5%) adverse experiences Seen in association vith Oxcarbazepine and
substantaly more frequen than in placebo-treated patiens were: Dizzness, somnolence,
diplopia, ftigue, nausea, vomiting, ataxia, abnormal vision, abdominal pan, tremor,
dyspepsia, abnormal
Approcmately 23% of these 1,537 adult patients discontinued treatment because of an

ith iscontinuation
were: Dizzness (6.4%), diplopia (59%), ataxia (52%). vomiting (5.1%), nausea (49%),
somnolence (3.8%), eadache (2.9%). fatigue (2.1%). abnormal vision (2.1%), tremor
(1:8%). abnorma gait (1.7%), rash (1.4%), hyponatrenia (1.0%).
Monathersgy n Adls ol Previosy Teted wi thr AEDE: The st cemmony
observed (=5%) in

were similar o those in prevously trated patients
Appromately 9% of these 295 adult ptients discontinued teatment because of an advers
experince. The adverse experiences most commonly associated vith discontinuation were

S0 sy am - Tt S MBIt nd ot renent s b s
% % 25 appropriate. Removal of the drug by gastic lavage and/or inacfivtion by administering
should be cansidered
el 2 B DOSAGE AND ADMINISTRATION
Fever 3 H Oxcarbazepine s recommended as adjunctive treatment in the treatment o partal sezures in
P H H adults and chi 416 years. Oxcarbazepin is also ded as monotherapy in
[ — : H the treatment of partal eizure n adults and chidren aged 4-16 years. Al dosing should b
i Chest 2 H given n a twice-a-day (BID) regimen. Oxcarbazepine oral suspension and Oxcarbazepine fim-
Digestie Svan coated tablels may be inerchanged at equal doses Oxcarbazepine Should be kept out of the
iestive System reach and sight of chidren. Oxcarbazepine can be taken with or without food (see CLINICAL
c;"ms‘:jm 2 ! PHARMACOLOGY, Pharmacokinetics subsection).
i Adults
Fisien : H Adjunctive Therapy
rspeps H i Treatment with Oxcarbazepine should be ntiated with a dose of 600 mg/day, ghven in a BID
- H H regimen. If cincally indicated, the dose may be increased by a maximum of 600 mo/day at
pain Avd approximately weekly inervals; the recommended daly dose s 1200 mo/day. Dally doses
out 3 0 W somewhat greater effectveness in_ controlld triais, but most
Hemorrtage Rectum 2 0 patients were not able 10 toerate the 2400 mo/day dose, primarly because of ONS effects. It
Toolhache 2 1 is recommended thal the patint be observed closely and plasma levels of the conconitant
Hemic and AEDS be monitored urng the period of Oxcarbazepine titration, as these plasma levels may
Lymphadenopathy 2 0 be atered, especially at Oxcarbazepine doses greater than 1200 mg/day (sse PRECAUTIONS,
Infections and Infestations Drug Iteractons subsection).
ecton Viral 7 5 Conversion to Monotherapy
Infection 2 0
Metabolic and Nutritional Disorders infiatng the
Y 5 reduction of the dose of the cnncnmman( REDS, The concamitant AEDS shoud becompitay
st 2 0 vithdrawn over 3:6 vieeks, while the maximum dos epine should be reached in
us Syste oo 24 vtk Oncarzagine may bs mcmaseﬂ a clnicaly ncicatd by 2 masimum
Hendache. 5 1 increment o 600 mo/day ekly
Dizaness 2% 8 Wl 005 1 1200 iy
Somnalonce S H s o otBlaapy 1o oo e ih v Pt $h00d b
Aoty H B observed closely during this transition phase
oo i H Initation of Monotherapy
Contision H H Patients not currently being treated vith AEDS may have monotherapy inftiated with
Nemousness i H Oxcarbazepine. In these patients, Oxcarbazepine should be inifiated at a dose of 600 mgiday
Insomnia K 3 ghen i 8D regnen): he doe shoui b ncress by 500 gy every hrdcay o 3
el B H dose of 1200 mo/day. Cont ia
ot B $ iy s 3 gt of 2100 iy T o w13 i s corveed
ey — H i rom other AEDs to Oxcarbazepine monotherapy (see zbove).
Emotional Labilty 3 2 Pediaic Patients
Fypossthesn 3 h Adjunctive Therapy (Aged 4-16 years)
ot Abnoral H 3 In pediatrc patients aged 4-16 years, treatment should be iftted at a dally dose of 8-10
Nystagnus i H kg generally o to exceed 600 mg/day, given in a BID regimen. The target maintenance
Shecon msomer H H se of xcarbazepine should be achieved over o vieeks, and is dependent upon patient
Respirato weight,according 1o th following chart
2029ky - 900 mgiday
gzv;rﬁesmvamw Tract Infecton o H 20139k - 1200 malday
Bronchits 3 0 O D my/day
P H H In the ciical tial, in which the intention Was 10 reach these target doses, the median dally
dose was 31 mg/kg with a range of 6-51 mojko. Under adjunctive therapy (uith and without
Skin and Appendages enzyme-inducing AEDs), when normalized by body vieight, apparent clearance (L/nr/kg)
ot Flushes 2 1 decreased when age increased such that children 4 to = 12 years of age may require a 50%
Purpura 2 0 higher oxcarbazepine dose per body weight compared to adults
Sl Sonses M ) el dosg ad g s orton fof g s s 20 < 4 s
ision Abnorma i ueto
Diplop 12 1 Novatts maretng iy s, g s e o s 20 0w
Taste Perversion 5 0 Conversion to Monotherapy (Aged 4-16 years)
ertigo 3 0 Patnts rehing oot anepietc dige may b conred to oty by
Earache 2 1 initating treatment with Oxcarbazepine at approximately 810 ma/kg/day given in a
Ear Infecton NOS. 2 0 il Sutanasucy miatig e Toducon.of (1 Goe o e sancomian
Urogenital and Reproductive System am\zm\znm dhug. e concorant atplet drugscn s complty it v -
Urinary Tract Inection 5 1 while Oxcarbazepine may be increased as cimically indicated by a m
Micturton Frequency 2 1 it o T0 mg¥Giy 3 apasmaley wey s 1At b Tecommeriod
Vaginits 2 0 daly dus, Patens should be obsened closdly durng s tarllon phase The

recommended total daily dose of Dxcarhazcume is shown in the table belo

Table § lists treatment-emergent signs and symptoms in a controled clinical study of
monotherapy in adults not previously treated vith other AEDs that occurte n at least 2% of
adut patients vt
common n the patens reated wih Oxcarbazepine.
Table S: TronmentEmrgent Afvorse Evet Icldence 8 Contid Clniol Stud of
ot Previously Tr or AEDS at L

Fatons st wih Oxaromapne 0 Rumoncaly Mo Frequen o n e Pt
Group)

Body System/ Oxcarbazspine Placebo
Adverse Event N=55 N=4g
%
Body as a Whole
Faling Down NOS 4 0
Digestive System
Nausea 16 12
Diarrhea 7 2
Vomiting 7 6
Constipation 5 0
5 4
Musculoskeletal System
Pain Back 4 2
Nervous System
Dizzness 2 6
Headache 13 10
Aaxia 5 0
Nervousness 5 2
Amesia 4 2
Coordination Abnormal 4 2
Tremor 4 0
Respiratory System
Upper Respiratory Tract Infection 7 0
pistaxs 4 0
Infection Chest 4 0
inusits 4 2
Skin and Appendages
Rash 4 2
Special Senses
Vision Abnormal 4 0

Contolod Clat Stuies of Aduactive. TiarapyMorotarssy n Peditic Paiens
Proviously Treated with other AEDS: Table 6 lists treatment-emergent signs and sy
okt e 2 of . atlts i aplopy ot i Oncrspapne o

placebo as adjunctive treatment and were numerially more common in the patients treated
with Oxcarbazepine.

Patints o curently being teated wih aneplptc dugs may have manotheray intted

wih Oxcarizeite, n these patns, xcarizspne houk e ngte a s dose of .10

bl G BID v o Go o e ncrsed b 3 gk ey

Ga 0 rocommendeday doss shown n 1o bl b

Table 7: Range of Maintenance Doses of Oxcarbazepine for Children by Weight During
apy

Fror To Fro To

Weight ~ Dose — Dose Weight ~Dose —Dose
ink jday) _(mgda inky  (myfday) (mgida
20 600 900 50 1200 1800
2 900 1200 55 1200 1800
30 900 1200 1200 2100
35 900 1500 6 1200 2100
] 900 1500 1500 2100
45 1200 1500

Patients with Hepatic Impairment
I general, dose adjustments are not required in patients with mild-to-moderate hepatic
impairment see CLINICAL PHARMACOLOGY, Phrmacokinetcs, Special Populations subsecion).
Patients with Renal Impairment

In patients with Impaired renal function (creatinine clearance <30mL/min) Oxcarbazepine
therapy should be iniiated at one-half the usual stating dose (300 mo/day) and increased
slowy to achieve the desired clinical response (see CLINICAL PHARMACOLOGY, Pharmaco-
Kinetics, Special Populations subsection)

HOW SUPPLIED

150 mg Film-Gosld Tatlt: big in-costd, o ove)shaed e scoredon otk

sides, debos n one side and plain on the other
ot af 100 NDC 51991-292-01
Bottle of 500 NDC 51991-292-05

300 mg Film-Coated Tablets: beige, fim-coated, moifed oval shaped tablet, scored on both

sides, debossed “B293" an one side and plain on the other sice

Batte of 100 NDC 51991-293-01

Batte of 500 NDC 51991-293-05

600 mg Film-Coated Tablet fiim-coated, modifed oval shaped tablet, scored on both

sides, debossed “B294" on one side and plain on the other side

Batte of 100 ng 5199125401

Batte of 500 51991-2

Store at 20°-25°C (77°F); excursions < it 15°30% (59°-86°F) [See USP Cantrolleg
om Temperatur

Dispense in tight container (USF).

Distrbuted by BRECKENRIDGE PHARMACEUTICAL, INC., Boca Raton, FL 33487

Manufactured by: ANABOLIC LABORATORIES, INC., Ivine, CA 92614
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