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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS SKIN RASHES

SUBVENITE can cause s rashes requiring hospitalization and
discontinuation of treatment. The incidence of these rashes, which have
included Stevens-johnson syndrome, & approximately 0.3% o 0.8% in
atiants (wped 2 £ 17 years) and 0.08% 5 0.3% In acuts
Tecening lmotrigine. One rashrelated death was reported
prospectivaly folwedcohort of 1,83 pediabric pationts (ag6d 2 to 16
Jears) with eplepsy taking lamotrigine 5 adkinciive therapy In
worldwkle postmarketing experience,
necrolysis and/or rash-related death have been reported in adult and
pedtric patients, but thelr Simbers e too fow to permih & precie
estimate of the

Otter then age, there are as no factors dentified that are known to
K o occurrence or the severly of rash coused by

. There are suggestions, yet roven,
Fash oy st ba incransen by (1) omminiotraton of ametiigine with

oex sodum), (2) excesding
r (3) exceeding
recommended dose escalation for umomgm. However, cases have
occurred in the absence of these factors.

Nearly all cases of life-threatening rashes caused by lamotrigine have
occurred within 2 to 8 wesks of trestment inktiation. However, isoated
have occurred after prolonged treatment (e.g., 6 months).
AccerﬂlnﬂM duration of therapy cannot be relied upon as means to

predict the potential risk heraded by the first appearance of a ras

Ao herign rashes are i <avead by emetriine, & s ot passile
to predict reliably which rashes will prove to be serious or life
threatening. Accordingly, SUBVENITE shou scontiued st
the first ign of rash, uniess the rash is cleary not drug rela
Dscontinuation of trastment may nat prevent 5 rash from .,«.,......._, e
threatening or permanently disabling or difiguring [see Warnings and
Precautions (5.1)] -

1 INDICATIONS AND USAGE
1.1 Epilepsy
Adiunctive Therapy.
SUBVENITE s indicated as adjunctive therapy for the following seizure types i patients
aged 2 years and older;
« partiskonset seizures.

« primary generalized tonic-clonic (PGTC) s
© Generakeed Seures of Lennox- Gastout syndome.
"Monotherapy
SUBVENITE s indicated for conversion to monotherapy in aduks (aged 16 years and
older) with partiakonset seizures who are receving treatment with carbamazepine,
phenytoin, phenobarbtal, primidone, or valproate as the single antiepieptic drug (AED).
afety and efectiveness of SUBVENITE have not been establshed (1) a5 il
monotherapy; (2) for conversion to monotherapy from AEDS otf
Cormomereh phenyiom. onanoseriya, arimeione o vaproste o ) for
simultaneous conversion to monotherapy from 2 or more concomitant AED:

1.2 Bipolar Disorder
SUBVENITE s indicated for the maintenance treatment of bipolar | disorder to delay the

time to occurrence of mood episodes (depression, mania, hypomania, mixed episodes)
in patients treated for acute mood episodes with standard therapy [see Clnical Studies



(14.2)1.
Limitations of Use

Treatment of acute manic or mixed episodes is not recommended. Effectiveness of
SUBVENITE in the acute treatment of mood episodes has not been establshed.

2 DOSAGE AND ADMINISTRATION
2.1 General Dosing Considerations.

Rash

There are suggestions, yet to be proven, that the risk of severe, potentialy Ife-
restening rash may be ncreased by 1) cosdmnstratin of matrighne wkh vaproste,

(2) exceeding the recommended initial dose of lemotrigine, or (3) exceedin
recommended dose es(alamn for amarigne, However,cases ave cccuedn e
absence of these factors [see Boxe Therefore, i s important that the

SURVENIT Bocing recortmendatons be Telanes docer;

‘The risk of nonserious rash may be increased when the recommended initial dose.
andjor the rate of dose escaation for SUBVENITE & exceeded and in patients with a
history of allrgy or rash to other AEDs.

1t recommende tat SUBVENIT not b restarted npatents who iscontiued dueto
rash associted wkh prior estment v trigine unless the potental benefits clearly
o e e Mo oo B et Fentrs ok ks s e

omotriging,the need to restart with the il dosina recommendstions shouk
assessed. The greater the interval of time since the preious dose, he geat
consideraion houid be gven torestarting with the il dosing recammendanor\s ifa
patient has discontiued amalrighe or 3 perad of more than

e ot Wil Gome s cormenditors and guleines be thwed The haif-
Weof \amomﬂme s affected by other concomitant medications [see Clnic:
Pharmacology (12.3)]
UBVENITE Added to Drugs Known to lnduce or

Because amorrgine s metabolacd pedominaty by gucuronic acd congaton, druge
that are known to
motrigine. brugs that nduce Sheuroncaton ‘nchice carbamazepine, phenyton,

phenobarbital, primidone, rifampin, estrogen-containing products, including or
roceptues. ad tne roteate Mors PO S RavE ard rasonavr oA
& For dosing for SUBVENITE in patients
roducts, includin and

he\ow and Tobke 13, Fo dosing consieratons for SUBVENITE 1 patents on other

s known to induce or inhibi glucuronidation, see Tables 1, 2, 5-6, and 13.

Target Plasma Levels for Patients with Epilepsy or Bipolar Disorder

A therapeutic plasma concentration range has not been estabished for lamotrigine.
Dosing of SUBVENITE should be based on therapeutic response [see Cinical

Pharmacology (12.3)]

\Women Taking Estragen-Containing Oral
Starting SUBVENITE n Women Taking Estrogen Containng Oral Contraceptves
estrogen-containing oral contraceptives have been shown to increase the

clearance of amotrighe [5ee Cineal Pharmacobay (1231 no adustments to the
recommended dose-escalston gudeies for SUBVENITE shoud b necessary sokly

should follow for nitating

SUBVENITE based on the concomitant AED or other concomitant medications

Tables 1, 5, and 7). See below for adjustments to maintenance doses of SUBVENITE in

women taking estrogen-containing oral contraceptives.

Adjustments to the Maintenance Dose of SUBVENITE in Women Taking Estrogen-

Containing Oral Contraceptives

@) Takig Estrogen-Contaiig OralContraceptvs: In wormen o taking
arbamazepine, pherytoin,phenobarbal,primdone, o ather drugs such a rfampin
and

Brmotrene gcurankaton b Brog Ineractons (3 Cinkal havmaceibgy (1531, the
maintenance dose of SUBVENITE willin most cases need to be increased by as much as
2-fold over the recommended target maintenance dose to maintain a consistent
lamotrigine plasma level,

(2) Starting Estrogen-Ce In women takin
SUBVENITE and not taking carbarmazepine,phenytar phenobarbia pmmone, or
other drugs such s rifampin and the protease inhibitors lopinavirritonavir and

that {see Drug iteractions 7,
a 12.3)), in most cases need to b
nereased by a5 muh a5 2.f0ki to maintan » consistent Bmotrigine psma kvel The
dose increases should begin at the same time that the oral contraceptive is introduced
and continue, based on cinical response, no more rapidly than 50 to 100 mgfday every
wesk. Dose icreases should not excesd the recommended rate (see Tabls 1 and 5)
unless kinolrigne pasa level orciicaresponse supgort rger ncresses; Gradul
ansint increases in amotrgine plasmma kel May oCcur durng the week of mactive
Rormonalpreparaton (o1 1< week). and these incresses wilbe greater f dose

s before or during the inactive hormonal

raparston, incesias

reactions, such as dzziness, ataxia, and diplopia. If adverse reactions attributable to

SUBVENITE consistently occur during the pikree week, dose adjustments to the overal
may be necessary. D iments mked 0 thepiree ek are

ot recommended.Fop women 1 SUBVENITE i tdion o Carbarn

phenyton, phenabarbita primidone,or other drugs such 2 rfampin and the protease

Ghucuranidadon, o djostment o the dose of SUBVENITE £houid be mcessary (see
Drug Interactions (7), Cliical Pharmacology (12.3)].

(3) Stopping Estrogen-Containing Oral Contraceptives: In women ot taking
carbamazepie, phenytoin, phenoberbtal, primdone, of other crugs such as rfampin

emotriine ghicuronidaton (see Drug nteractons (7). Cincal Pharma:o)agy Wz, e

maintenance dose of SUBVENITE wil in most cases need to y 25 muc

503 rder S0 i & consGtent Ko paera kel The decreast i dose of

SUBVENITE shoukd not exceed 25% of the total daly dose per week over a 2-week

period, ule ciicalrespanse o motrigne plasra ovels dicate otherwise [sce

Cinicai Pharmacology (12.3)). In women taking SUBVENITE in addtio

Cobamasepine. phenyton, phenobaTbRl prindons or Oher arugs Such 3 rfampi
and in

matrigne gucuronidatones Dug nteraclons 7, Cinal Phrmacotsy (12.9). 1o

Sihtimene 1 th doce of SURVENITE ahoud b necess

Women and Other Hormonal Contraceptive Preparations or Hormone Replacement
Therapy.

or

therapy (HRT) or of ot been

evahiated. Other estrogen-contanng therapis. such as HRT, may nterfere wn

lamotrigine. Therefore, close cinical monkoring on effectivenss of SUBVENITE wi

Goca scciment Ty be hecessary [oee Warngs nd Precautons (5.1 1 has been

reported that not increased lamotrigne
upi0 210k, and pils had no effect on leve.

adjustments.
e wiles no e necres
Patients Taking Atazanavir/Ritonavi

es reduc
adjustments to the recommended uﬂs&e‘sca\amn n gudeines for SUBVENITE Shoul be
necessary solely based on the use of atazanavir/ritonav: calation should folow
z guideiines for ntiating it SUBVENITE bosed on
Concomtant AED of other concomiant medicatons (see Tk 1. 2, and 5) In patients
already taking maintenance doses of SUBVENITE and not taking glucuronidation
inducers, the dose of SUBVENITE may need to be ncreased I atazanavirkonavt &

SUBVENITE in

added, or decreased if discontinued [see
12.3)]
B with Impairment

rince npatets wkh hepati impairment s imied. Based on  cnk
Shermaroogy study 1 24 subfets i i, mocerate, and severe
sce s in Speciic Popuations (8),Cincal Pharmacolgy (123, e tolng aeneral
e. No in patients with mid

ver impairment. mman camton,and masieninée doses snuma generalN be reduced
y % n patients with
e ana 50% i patns wih severe e mbamont wih acctos.Eacation and
maintenance doses may be adjusted according to clinical response.
Patients with Renal lmpairment
ki dosesof SUBVENITEsha be based on patets-concomkant medications (see

, and 5); reduced maintenance doses may be effective for patients with
Sfcontrenal mosment sos Use h Specie Populations (87), Ciicalpharmacoogy
(2.9 Few patints witn

gine. e popoiton
SUBVENITE <hau be e wiscoutlon i these potints
‘Discontinuation Strategy

Eplepsy:For patintsrecsivig SUBVENITE n combinatin with other AEDs,a -
evaluation of al AEDS i it
or an appearance or worsening of adverse reactions is observe
If a decision is made to wkh SUBVENITE 3 of
dose over at least 2 weeks (approximately S0% per week) is recommended ur
Sy Cancatn raove s hererape wHRGowl et Wal g ond Presation (5.10).
Discontinuing carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such
as rifampin and d hat
induce lamotrigine glucuronidation should prolong the half-ife of lamotrigine;
discantinuing valproate should shorten the haf-Ife of kmotrigine.
Bl Diorder: I the controled cincal s, there was no ncrease  the ncidence,
pe. o seversy of adverse reactns folowng srupt erminator of amatrgine Iy the
il development program  aduks wth bpor dsorder. 3 pat
seiures shorty afte abrupt wihdrawal of bmatrigne Ds(on(muaﬂon SUEVENITE
should involve a step-wise reduction of dose over at least s (approximately 50%
o) s sy conceme v e o e 1o e rons) (ee Wamigs and
Precautions (5.10)].

2.2 Epllepsy-Adjunctive Therapy

e secton proveesspecc dosng rcommendatons orpatnts older han 12 years
and patients aged 2 to 12 years. Within each of these age-groups, specific
recommendations are provided depending upon concomitant AEDS or other
concomitant medications (see Table 1 for patients older than 12 years and Table 2 for
patients aged 2 to 12 years).

‘Patients Okder than 12 Years.
Recommended dosing guidenes are summarized in Table 1.
Tt 1. Excalcion Ragiraen for SUEVENITE in Paienss Okder then 12 Years
with Epileps)
In Patients NOT  In Patients
PAKI

TAKING TAKING
Carbamazepine, ~ Carbamazepine,

Phenytoin, Phenytoin,

In Patients Phenobarbital, Phenobarbital, or

TAKING Primidoneb, or Primidoneb and NOT
e Valproated TAKING Valproate®

Valproate
Weeks 1and25 Mg eVery 55 o every day 50 mgiday

Weeks 3 and25 mg every day 50 mg/day

mg/day
02 i dose)
Incresseby 250, Increase by S0 molday In:rease
onwardto 50 mgiday every 1 every 1to 2 w mg/dsy every 1to
mantenance to b

Usual oyey 200 225t0375 moiday 300 to 500 my/day
maintenance moiday i (in2 dvided doses) ~(in 2 divided doses)
dos eiprosta sone

iiar druge that

induce

glucuronidation

(in L or 2 diided
es)

* Varoste has been showr to st gucuronidation and decrease the apparent
.

¢ Dmgs ot an et thon the
ecified AED, nclude estrogen-containng o contracenties, mampm and the
Dosi

for roducts, ‘and the protease
hbkor stazenavkirkanavircan b found i General Dosig Consklratons (see Dosage
2nd Administation (2 )] Patents on rfampi and the protease ko

jmen used with
antepikptc drugs that induce glucuronidation and increase Clearance [sse Dosage and
Administration ( 2.1), Drug Interactions ( 7), Clfical Pharmacology ( 12.3)).

e Year

Recommended dosing guideines are summarized in Table 2.

Lower and slower than those used are



ecommended because of the suggeston that the sk of rash may be decreased by
lower starting doses and slower dose escaat erefore, maintenance doses wil
take longer 1 reach n cncal practice than i lmcal i It may take Several weeks to
months to achieve an indivlualzed mantenance dose, Maienance doses i patents
weighing < 30 kg, regar 26 or concomtant AED, may need to be Icfeased 25
oS 505, hesr o i redponse,

Table 2. Escalation Regimen for SUBVENITE in Patients Aged 2 to 12 Years

with Epilepsy
InPatients  In Patients NOT  In Patients TAKING
TAKING TAKING Carbamazepine,
Valproste?  Carbsmazepine,  Phenytoin
Phenytor Phenobarbital, or
Phenobarbital, Primidoneb and NOT
Primidone?, or TAKING Valproate:
Valproate®
Weeks1  0.15 0.3 mg/kg/day 0.6 mg/kg/day
and 2 mg/kg/day in 1 or 2 dvided doses in 2 divided doses
1 or2 dvided
Weeks 3 o 3 I'W/kn/ﬂ:y 0.6 mg/kg/day 1.2 mg/kg/day
and 4 2 dvided in 2 divided doses i 2 divided doses
foser
weeks be.
dio beincressed  ncressed every T ncressed vy 110
mamenancemvy Lo 2yeeksasfolows: 2 weeks s folows:
calculate
ol cuten . mg/kq/uay, add tis 1.2 majday. add this
03 malkgiday amount to the unt to the previously
ok Sount reusly minstered cmineiered dony dose
% the previousiycaly dose.
administered
daly
dos
Usual 1tos 4.5 to 7.5 mg/kg/day 5 to 15 mg/kg/day
maintenancemg/kg/day - (maximum 300 majday maximum 400 mg/aay in
dose. (maximum 2 divided doses) 2 divided d
200 malday 1"
2 divided
doses)
1to3

maJkg/day with
valproate alone

May ne
Maintenanceincreased by as May need to
dosen " Much 2 50%. incleased by as much May need to be increased
patients  based on clincal as 50%, based on )y as much as 50%, based
<30kg  response. clinical response. on clinical response.

* Varoste has been shownto st gucuronidation and decressethe apparent:
clear interactions ( 71 a (123)].

er than the
speciiad AEDS, nclude estrogen contanng oralc (onuacenwes mampm, andthe

o cstrogan contaibg proAUS. WAsing ore)contracepties and he prok
ko stazanaviirkonavkcan be found in Genera Dusing Considertions oot Dosage
21 n rifampin and the protease inhibito
i oo regimen used with

AEDS that an
Administration ( 2.1), Drug Interactions ( 7), Cliical Pharmacology ( 12.3)).
Usual Adjunctive Maintenance Dose for Epiepsy.

The usual maitennce doses entfid n Tables 1.and 2 are deved from dosing
regimens employed in the placebo-controlled adjunctive triaks in which the efficacy
or amotrin wes estabished. n patiets receivng R regmens employing

primidone without valproate, maintenance
doses of "Sgnctue lamotrgne as ngh as 706 ooy have ] patents
< 200

Ty have been uSed
e s oot neen cetabned n campeten vt
2.3 Epilepsy-Conversion from Adjunctive Therapy to Monotherapy

“The goal of the transition regimen s to attempt to maintain seizure control whie
mitigating the risk of serious rash associated with the rapi ttration of lamotrigine.

Therecommended maintenance dose of SUBVENITE a5 manotherapy s 500 ma/day
qiven in 2 divided d

To avoid an increased risk of rash, the recommended inital dose and subsequent dose.
escaiations for SUBVENITE should not be exceeded [see Boxed Warning]

Phenytoin r

Conversion from Adjunctive Therapy with G

Primdone t Dy with SUBVENITE

After achieving a dose of 500 mg/day of SUBVENITE using the guideines in Table 1, the

concortant enzyrme-inducing AED shou be whraun by 20% decrements each week
ver a 4-week period. The regimen for the withdrawal of the concomitant AED s based

on experience gained Inthe controlld monotherapy cinialtiaL

‘Conversion from Adjunctive Therapy with Valproate to Monotherapy with SUBVENITE

‘The conversion regimen involves the 4 steps outined in Table 3

Table 3. Conversion from Adjunctive Therapy with Valproate to Monotherapy

with SUBVENITE in Patients Aged 16 Years and Older with Epilepsy

SUBVENITE Valproate
Step 1Achieve a dose of 200 mg/day according to guidenes in Table 1. Maintain establshed stable dose.

Step 2Maintain at 200 ma/da Decrease dose by decrements o greater than 500 mg/day/week to 500 mg/day and then maintain for 1 week.
Step 3increase to 300 mg/day and maintain for 1 week. sSimukaneously decrease to

250 mg/day and maintain for 1 week.

by 100 mgiday achieve 500 ma/d

Phenytoin Primidone, or Valproate to Monotherapy with SUBVENITE

No speciic dosing quideines can be provided for conversion to monotherapy
with SUBVENITE with AEDS other than carbamazepine, phenytoin, phenobarbital,
primidone, or valproate.

24 uuwhr Disorder

The hsusveNTT < o
oot apBoats (o mani, mypaman, Mo Spbodis) i bosents rented i
e ool eysodte whh o terapy toe ndseons and Uoge (129
Patients taking lamotrigine for more than 16 weeks should be periodicaly reassessed to
determine the need for maintenance treatment.

Aduts.

‘The target dose of SUBVENITE is 200 mg/day (100 mg/day in patients taking valproate,
which decreases the apparent clearance of lamotrigine, and 400 mg/day in patients not
taking vaproate and taking efhr carbamazephe, phenytoi, phenobarbtal, priidone,

s rifampin and the protease inhibitor lopinavir/ritonavir t
Prchse the ot claranea of BmetLEme) 1 i cnkar s doses up 10 400
mgiday as. however, at 400

ay compared with 200 maiday fsee Cinal Studes (14.2)] accordngy, doses
above 200 mgday are not recommend

reamen with SUSVENITE & ntrduced, based on concurrent medicatos,accordng
en outined i Tabe 4. If other psychotropi medications are withdr
folowing stam\lzamn e dose o SUBVENTE shouid be adusted. I aterts
Vaiproat, the dose of SUBVENITE shou be doubied over  2-week period
i equalweekly ncrements (566 Tabke 5. I patients dcontinuing Carbamazepme,
phenytoin, phenobarbita, primidone, or other drugs such as rfampin and the protease
Fhitors
glcuroncaton, th doseof USVENIT o eman orstan ot st wookond
hen shous be s a 2-week perod in equal weekly decrements (see
o 5 The oseof SUBVENITE oy the be e oot t e (ot doss (300
0 1 ity o
If ther drugs are subsequentl ntroduced, the dose of SUBVENITE may need to be
adiusted. In particular, the ntroduction of valproate requres reduction in the dose
of SUBVENITE [see Drug Interactions ( 7), Clrical Pharmacology ( 12.3)].
To ovid o ncreased ko e, h ecommended it dose nd subscquen dose
eScalatons of SUBVENITE shouk not be exceaded (se¢ Boxed warning]

Table 4. Escalation Regimen for SUBVENITE in Adults with Bipolar Disorder

In Patiants TAKING Valproate|n Patints NOT TAKING ine, Phenytoin, i Patients TAKING Carbamazepine, Phenytoin, Phenobarbital, or Primidone
r Valproate Sand NOT TAKING Valproate ~

Weeks 1 and 225 mg every other day 25 mg aany 50 mg
Weeks 3 and 425 mg daiy 50 mg daly 300 g day. I dveed doses
WeekS 50 mg day 100 mg dally 200 mg dally, n divided doses
Week6 100 mg daily 200 mg dally 300 mg dally, n divided doses
Week 7 100 mg daly 200 mg daly Up t0 400 mg daly, i divded doses
 Valproate has been shown to i glcuronidation and decrease the apparent
clsrance of Interactions ( 7), C 3]

 Drugs ot and . other than the

e AEDs, nclde estrogen contaning products, incuing ora contraceptives,
Phampin, and Dosing
for and the pr

can be found in iderations [see

(21)]
patents onfamon and e pro(sase Inkor opinavetonavr shoud folow the same

nevasse larance ace Dosageamd admiissaton (2.1, Dri iniaacions (. Cinal
Pharmacology (12.3)]

Table 5. Dosage Adjustments to lamotrigine in Adults with Bipolar Disorder Following Discontinuation of Psychotropic Medications
of of C , Phenytoin, or Primidone

of Drugs (excluding
' Carbamazepine, Phenytoin, Phenobarbital, or Primidone b)

Current Dose of Lamotrigine 100
‘mg/day Current Dose of Lamotrigine 400 mg/day

Week 1 Maintain current dose of SUBVENITE 150 mo/day 400 mgfday
Week 2 Maintain current dose of SUBVENITE 200 mg/day 300 mgfday
Week 3 onward Maintain current dose of SUBVENITE 200 mo/day 200 mgfday

* Varoste has been shown to nnt gucuronidation and decresse the apparent
(12.3)].

clearan actons (7). 2.3)
. other than the
speciied AEDS, products, ncuang
rifampin, and and Dosing
for and
can be found (2.1)]
Patents on rfampin and the pmtsase hitor opnaviirtonave shoul olow the same
dosng

s arance [sce Dosage and Adinraton (2.3 Drug nevactions (7, Cinkal

Pharmacobgy ( 12.9],

2.5 Administration Instructions
SUBVENITE can be administered with or without food.

Use a calbrated measuring device, such as an oral dosing syringe or oral dosing cup, to
messure and deer the prescrbed dose accuraely. A househod teaspoon o
tablespoon s not an adequate measuring

Shake wel before each use. Discard any unused portion 90 days after first opening.

3 DOSAGE FORMS AND STRENGTHS.

SUBVENITE oral suspension 10 mg/mL s suppied as a pink, cherry:-flavored liuid.

4 CONTRAINDICATIONS

SUBVENITE is in patients who e
rash, angiedems, acute uricars, extensive prurtys, mucosal Ukeratio) o the g or
its ingredients [see Boxed Warning, Warnings and Precautions (5.1, 5.3)]

5 WARNINGS AND PRECAUTIONS.

5.1 Serious Skin Rashes [see Boxed Warning]
‘Pediatric Population
incidence of serious rash associated with hospitaization and discontinuation of
lmotrigine 1 a prospectvely folowed cobort o pedric patents sged 210 17 years) s

approximatel 0.3% to 0.8%. One ash reated death was eported n  prospectnely
Tolowed conort of 1,683 peeistric patients {oged 210 16 years) with epiepsy
kg ot & in patients wh

i, ongedoma, cuté urtEarc, ectansie prurtus. mucosalucoragon 1o the
drug or ts ingredients [see Boxed Warning, Warnings and Precautions (5.1, 5.3)]. a5




adjunctive therapy. Additionally, there have been rare cases of toxic epidermal necrolysis
it and Wihout permanent sequele and/or death n U.S.and freign postmarkethng

exper
Ihere s evdence ha he nelsin o varoaten  mukdg regimen nerecees e sk
of serious, potentialy Ife-threatening rash in pediatric patients. In peditric p:

s valroate concomeantl for Splepsy, 1.5% (6 of 432) experienced a serious rash
compared with 0.6% (6 of 952) patients not taking valproate.
Adutt Popuiation
Serious rash associated with

in 0.3% (11 of 3.348) of aduk patents who. recewea atighe o premarketing cnical
trias of epiepsy. In the bipolar and other mood disorders cinical trals, the
Serous rash wes 0.08% (1 of 1,233) f aGuR patents who recetved Emoione as inital
monotherapy and 013% (2 f 1538) o sk patens who receved Bmotrighe a
Suncte herapy o fotaltes cecurred amorg hese ‘il Howeves

wice postrarKetg experence, rae cases of rashreated death have been
repnned i ther numbers are 00 fow to permic o prece estimate of the race
ong the rashes leading to hospitalzation were Stevens-Johnson syndrorme, to

o ooyl ahoaoms e thoks secarcted vl Moo bypercomity
Isse arnings and Precautions

here s vkience thatthe nchislon o varose n 2 mukkg regien cresees the ric
oo perentaly e tasnng rash n aduts. Specical, of 584
Semrer e mort e wh vabroste 1 apleply a6 (15 were hcsp‘ahzed
" 3s5ociaton WEN fash; n Contras, & (0.16%)of 2,398 Clca rialpatents a
Vehoos SamiStor e ot i e shebnc f voprost et ospRbed

Patients with History of Allergy or Rash to Other Antiepieptic Drugs
The risk of nonserious rash may be increased when the recomrmended iniial dose

andjor the rate of dose escaation for SUBVENITE & exceeded and in patients with a
history of allrgy or rash to other AEDs.

5.2 Hemophagocytic Lymphohistiocytosis
Hemophagocytic lymphohistiocytosis (HLH) has occurred in pedatric and adul patients
taking lamotrigine, the actie ingredient in SUBVENITE, for various indications. HLH is a
e threstening syndrome o pathobogic mmune sctatin characterized by criclsons
2nd symptoms of extreme systeic nflammatin. | & ssocated wih High mortaty
e f ot recognized ey and treatea. Commn finings nciudo
Repatbepnomesay, i, yhadenepathy: e oGk Symproms. &operias, Hgh
serum errn, Typortrighcetdama, and et function snd Coogution abrermaies. In
ases of HLH reported with lamotrigine, patients have presented with signs of systemic
ramaton (feve, rash, Npmtospinegay. and o gon cystam aysTonctors g
blood dyscrasies. symptoms have been reported to occur wktin 8t 24 days folowig

imimne actiaton should be evakiatad immedatay, and a dagnose of HLH shoud be
considered. SUBVENITE should be discontinued if an akernative etiology for the signs or
symptoms cannot be establshed.

5.3 Multiorgan Hypersensitivity Reactions and Organ Failure

Drug Reaction with Eosinophiaand Systemic Symptams (BRESS), ako known a5
akiargan hypersensElty, s occurd Wih ptlents taking antepleptc s,
ks g, Theos overvs can pe atafor We threatening, particularly

dagnoss and trestment do not occur 3 eary as possile el akhough not
exclusively, presents with fever, rash, Nmphsdenﬂvathy, and/or facial sweling, in
sssockton Wi other organ system ment, such as hepatits, nephris,
Permatologic abnormatics, myscardis or myoskis, sometimes resembng ah acute vl
infection. Eosinophi s oten present. Because (s dRorder & varabl i 15 expression,
other organ systems not noted here may be involved.

Fotakles assocted wihacute mukirgan akure o various degrees of hepatc foure
have been reported in 2 of 3,796 adul patients and 4 of 2,435 pediatric patient

received lammngme n eplepsy cnical rak Rare fatotes from muliorgen fafure have
250 been reported b pastrmarketing

Isolated liver failure without rash or involvement of other organs has also been reported
with lamotrigine.

1t s mportant o nots that early manifestatons of hypersensity (g,
ooy ey e presens v Ehouts 3 o & ok T o igns or
Symptoms are presant, i patent shouk be evakated mmediatly. SUBVENTE shoukl
be discontinued if an akernative etiology for the signs or symptoms cannot be.
estabished.

5.4 Cardiac Rhythm and Conduction Abnormalities.
In viro estng spowed that omotrigne exhibts Clss 1B ontaryinic actiky ot
Clinical 2)). Based on

here ket Tndinge. SUBVENITE coul skow ventrculr conduesan (waen ORS) and
induce proarrhythmia, which can lead to sudden death, in patients with clinical

arthytt rdiac channelopathies rugada syndromel, clinically important
ischenic heart dsease,or mkpl ek ia(mrs for coronary artery disease) Eevated
hearrotes couk ks ncrease e

SUBVENITE  Any xpectod or observed benefh of SUBVENITE i an ichcusip
it €Il pariant Sirueturalor nctiona hart dsease st e carelaly weighed
against the risks for serious arrhythmias and/or death for that patient. Concomtant use.
of other may further of

5.5 Blood Dyscrasias
‘There have been reports of blood dyscrasias that may or may ot be associated with
mukiorgan hypersensttiviy (akso known as DRESS) [ see Warnings and Precautions
(5.3)]. These have included netitropenia, leukopenia, anemia, thrombocytopenia,
pancytopeni, and, rarely, aplastic anemia and pure red cel aplasia
5.6 Suicidal Behavior and Ideation
AEDS, inciing SUBVENITE, incresse the rsof sucidlthoughts or behavir i patnts
taking these drugs for any indication. Patients treated with any AED
U be monkare or tre e ence o woroenig of depretson. aueki iovamts
or behavior, and/or any unusual changes in mood or behavior.
led analyses clinical trias
oy o T diferent DS Showes Tt patns 1 Gommet 16 1 0 e AEDS od
approximately twice the risk (adjusted Relative Risk 1.8, 95% CI:1.2, 2.7) of suicidal
thinking or behavior compared with patients randomized to piacebo. In these triaks
which had a median treatment duration of 12 weeks, the estimated incidence of suicidal
behavior o ideation among 27,863 AED-treated patients was 0.43%, compared with
0.24% among 16,029 placeborreated patnts, representng an crease of
530 patients treated.

v were & ke dhi wemies patans v U o nnd i sicebo i eated
PRt ot e e o ovants oo el 1 slow any concucian anoch A erect
on suickde.

Tne ncreased ik o suicda thoughts or behavir with AEDS ias observed as carly as

cause mocs ok nckied 1 abeiee ok no cxton peyord 29 wesks,
e Tk of UK Hal thouGhts o bevor beyond 24 weeks cou ot be 3ss6ssed

“The risk of suicidal thoughts or behavior was generally consistent among drugs n the
data analyzed. The finding of increased risk vith AEDS of varying mechanism of action
and across a range of indications suggests that the risk applies to al AEDs used for any
indication. The risk did ot vary substantaly by age (5 to 100 years) in the cinicl trils
analyzed.

‘Table 6 shows absolute and relative risk by indication for al evaluated AEDs
Table 6. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Events per 1,000 Patients with Events per 1,000 Patients Relatve Rsk: Incdence of Events in Drug in Placebo
Epilepsy 10

Psychiatric 57 i i

Other 10 18 19

Total 24 43 18

The reltve ris fo suicidalthoughts o behaviorwas igher i clnical i or pieosy
than in clinical trils for psychiatric or other conditions, but the absolute risk dfferences.
were similr for the epiepsy and psychiatric indications

Anyone considering prescribing SUBVENITE or any other AED must balance the risk of

ikl houghts or benaviorwth th sk of untested aness. Epiepsy and many other

Ainesses for wich AEDS are prescribed are themseles aszocited wih morbidiy and

iy o mereosed ot of el ovaes o pemador Shauld <

Thoughts and behavior emerge during treatment, the prescrber naeds to consiler

whether the emergence of these symptoms in any given patient may be related to the

iiness being treated.

Paints, ther careivers,and failes shouk b nformed that AEDS ncrease th ik of

suicidal thoughts and behavior and should be advised of the need t

emergence or worsening of the signs and symptoms of depression any el

changes in mood or behavior,
T thoughts about sei harm. Behavirs of concern shoud be reported Immediatey

heakhcare providers,

5.7 Aseptic Meningitis
‘Therapy with SUBVENITE increases the risk of developing aseptic meningits. Because of
the potentl for serous outcomes of untreated meningks e to other causes, patents
uid also be evaluated for other causes of meningitis and treated as appropriat
Postmarketing cases of aseptic meningttis have been reported in pediatric and adult
patnt okig bmatrine for varous ndcaton. Symlos Upon presentaton riave
luded headache, fever, 9. and nuchal rigidty. Rash, photophobia,
myaig, s, akered oy also noted
Sy rmpkoms have bean reported (0 occur wiin 1 Gay to one and a hafl months folowng

Tore severe. Same of the patints treated weh SUBVENITE who developed o
meningtis had under'ym Gagnoses of systemic lpus erythematosus o ther
autoimmune dis

Cerebrospinal i (CSP) anayzed at th ime of cincal resentaton 1 reported cases
to moderate pleocytosis, normal glicose levels, and mid to

maderme) m:rease o Dratem CSF whie bood cel munldﬂ!e(enna\s showed a

predominance of eutrophis 1 a martyof e cases, athough 2 predominnce o

mphocytes was repﬂrked in appmx\mate\y one third of the

et now one ok of S Spiupome of oement f axher argans (s edomnonty

Repate and renel msoleementy, whih oy suGest ht 1 these cases the ssapi

meningts observed was part of a hypersensitiviy reaction [see Warnings and

Precautions (5.3

5.8 Potential Medication Errors

Medication errors involving lamotrigine have occurred. In particubr, the name

lamotrigine can be confused with the names of other commonly used medications.

Medication errors may also occur between the different formulations of lamotrigine. To

reduce the potential for medication errors, wrie and say SUBVENITE clearly. SUBVENITE

s a pink oral suspension. To avoid the medication erfor of using the wron

formulation, patients should be strongly advised to visualy inspect the product to veriy

that it s SUBVENITE oral suspension, each time they fil thei prescription.

5.9 Concomitant Use with Oral Contraceptives

of
wil be necessary in most patients who start or stop estrogen-containi
Contracepties whe taking amotrigine fsee Dosage and Agminstraton .01 Durng
the week of reparation of therapy,
plasma lamotrigine levels are expected to rise, as much as doubling at the end of the
eek. Adverse reactions consistent wih deated kel o Bmotriine, suc
dizziness,akaxa, and diglopia, cou occur. Other oral ortraceptie snd

e comaming heramee v 2 RT) vt o oo s, ough hey may
Simiary affect ametrgne pharmacoknetc parameters.

5.10 Withdrawal Seizures.
As with most AEDS, SUBVENITE should generally be withdrawn graduall because of the.
risk of increased seizure frequency and status epiepticus. In clinical trials in adults wit
Doelr deorder, 2 patents experknced seaures horty ftr brupt wihdrawalof
famol sage of SUBVENITE should be tapered over a period of at
ks oppreenan S0% rdocon et wesk) ok Gosogh and Aamciaton (3.1
I withdrawal is needed because of  serious adverse reaction, rapid discontinuation can
be considered.

5.11 Status Epilepticus
Valid estimates of the incidence of treatment-emergent status epilepticus a

patients treated with lmolrigine rc ATCUR fo obtai because reporters part pating in
clincal trals did not all employ identical rules for identifying cases. At a minimum,

2,343 adult patients had episodes that could unequivocally be described as status
epiepticus. In addition, a number of reports of variably defined episodes of seizure.
exacerbation (e.q., seizure clusters, seizure furries) were made.

5.12 Addition of lamotrigine to a Multidrug Regimen that Includes Valproate
Because vaprose reduces the cerance of SUBVENITE the dosage of SUBVENITE

ence of valproate i less than half of that required in s absence [see Dosa
anchcminstration (55,23, 2.4), Drug Interacdons { 7]

5.13 Binding in the Eye and Other Melanin-Containing Tissues.

Patients with Events per 1,000 Patients.
24

29
09
19



Because amotrighe bnds to melan,  coud accumuatein melanirih tssues over

time This ases thepossibity tat smotrine may cause oxicty n these tssues sftes
extenced use. A

i e sty whs adedote 19 Exclse Sube e of Phry oecocig after ong.

term xposure. Moreover, the capacky of avaiale st o detectpotental adverse

consequences, i an. of amotrigines biding to melan s unknown (see i

Pharmacology (12

Accordingly, athough there are no specifc recommendations for period

ophthalmologkalmonikoring,prescribers shouk be aware of the Josshiy of ong-term

ophthalmologic effect

5.14 Laboratory Tests
False-Positive Drug Test Results
Lamotrigh has been repoted 0 tefere weh the assay used n some apid urne drug

resuk n false-positive readings, particularly for phencycidine (PCP)
Tre Speci amail meinod Shouks b seed 1 conttm & pOSIVE rendk

6 ADVERSE REACTIONS

The following serious adverse reactions are described in more detail elsewhere in the
abelin

*+ Serous Skin Rashes [see Boxed Warning nd Warnings and Precautons (5.1)]
 Drug heackon it " Eosnophia and Systemi Symptns (ORESS)Mukiorgan
Hypersenstity s ns (5.
o i o Concucion Aonormasie ee Warings and Precautons (501
Elood Dyscrasas see Warnings and recautors (5.5
ation (see Warnings and Precautions ( 5.6)]
Rieptic Meningiis [se¢ Warnings and precautons (57
Withdrawal Seizures [see Warnings and Precautions ( 5.10)]
« Status Epiepticus (see Warnings and Precautions ( 5.11)]

g
H

6.1 Clinical Trial Experience

The safety of SUBVENITE has been established from adequate and welkcontrolled

studies that were conducted with other lamotrigine products in patients 2 years and

e wih eplepsyan nacks wih bpolr dorder [see CncaStudes (4.1 142)

Below is a dis of amotrigie in well

Comoled Shten.Advereo rascions wen SUBVENITE oa expecid v b it o
ith other products.

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the cinical trils of a drug cannot be directly compared with rates in
the clinical traks of another drug and may not reflect the rates observed In practice.

Eniepsy.

Most Comon Adverse Resctions it A ChricalTrak: Adkunctve Therapy in Aduls Wit
iepsy: The most commanly observed (=5% for lamotrigine and more common on
g than placebo) adverse reactions sean n 2ssociaton wih bmotrigne Guring
adjunctive therapy in adults and not seen at an equivalent frequency among placebo-
treated patients were: dizziness, ataxia, somnolence, headache, diplopia, lﬂurred vsion,
nausea, vomking, ond rash. Dzziness. dpopl. ataxi. bhurred vilon, nauses,
Vot ware dpse elve Dsdiness, dilopl. sk, ottt vilon ocurre more
Cammonly i palens 1acainG corarmasepie wi BonTghe than 1 pernts 1ecavng
other AEDs with lamotrigine. Clinical data suggest a higher ncidence of rash, including
serious rash, in patients receiving concomitant valproate than in patients not receiving
valproate [see Warnings and Precautions ( 5.1)]
Approximately 11% of the 3,378 adut patients who received lamotrigine as adjunctive
therapy i premarketing clnicaltrias discontiued estrment because of an aderse
associated with
T Glos. aesiness (395 nescncne 3 50

n in aduts, the rate of of dizziness,
ataxia, diplopia, blurred vision, nausea, and vomiting was dose related.
Adults with Epiepsy:

(=
for lmatrgne and more common on drug that piacebo) adverse reactins seen n
py phas

oo Sonermmn. Byepandl nausea‘ dazness, thints, aniety, insomnia,
fection,paln, weght decresse chest pain, and dysmenorthea. T most commonty
Gbserved (255% for matrigns and more common on drug thah placeno) 20

reactins associated weh the use of amotrigine durng the conversion o monatherapy

(add-on) period, ong lo
atont, mere diancss,headache.rauses asmema, Coordinaton abnormaiy,
vomiting, rash, somnolence, diplopia, ataxia, accidental injury, tremor, blurred vision,

nSOmIG, nystagmus, arrhea, YBhadenopathy, rUrKLS. and SUSES.

Approximately 10% of the 420 aduk patients who received lamotrigine as monotherapy
n premarketing clincal trials discontinued treatment because of an adverse reaction.
most common were rash

(4.5%), headache (3.1%), and asthenia (2.4%)

dunctve Therapy in Peditic Patiens with Epepsy: The most commonly abserved
(25% n drug than placebo)
in assecamn Wih the use of motrging as adincte eatment n pedatrk patnts
o 16 years and not seen at an equalnt rae nthecontrl group were

ecton, vorsting, ach, fever sammolence. accdentan s, dasiness, an
ol e msen, s, e sons, rone I s sy e nd copi.
In 239 patens aged 2 0 16 years i partaonset slzurs or generaized seizures of
Lennox.Gastaut syndrame, 4.2% o paterts on motrigine and Z.9% of patents on

lacebo discontinued due to adverse reactions. The most commonly reported adverse
Feion hat e dscontiaton of amowgie wos vash
Approximately LL5% of the 1,081 peditrc patints aged 2 o 16 years wh

rigin a5 adkncive therapy I peemarketng cinicaltraf dcontinued

eatment because of an adverse reactoh. The adverse reactions most commonly
associated with discontinuation were rash (4.4%), reaction aggravated (1.7%), and
ataxia (0.6%).
Gontroled Adunctve CnicalTria i Aduts wih Eplepsy: Table 7l adverse reactions
that occurred in aduk patients with epiepsy treated with lamotrigine in
controled trials. In lhese s e morighe o blcang was Sadd to e patints
current AED therap:

Table 7. Adverse Reactions in Pooled, Placebo-Controlled Adjunctive Trials in Adult Patients with Epilepsy b
Body System/Adverse ReactionPercent of Patients Receiving Adjunctive lamotrigine(n = 711)Percent of Patients Receiving Adjunctive Placebo (n = 419)
Body as a whole

Headache 29 19
Flu'syndrome 7 6
ver 6 a
Abdominal pain 5 a
Neck pain 2 1
Reaction aggravated 2 1
(seizure exacerbation)
Digestive
Nausea 19 10
Vomiting 9 4
Diarrhea 6 4
Dyspepsi 5 2
Constipation 4 3
rexia 2 1
Musculoskeletal
hralgia 2
Nervous
Dizziness 38 13
Ataxia 2 6
mnolen 1 7
Incoordination 6 2
Insomnia 6 2
mor 4 1
Depression a 3
xiety 4 3
Convuision 3 1
Iricabilty 3 2
eech disords 3 0
Concentration disturbance 2 1
Respiratory
Rhintis 14 il
Pharyngtis 10 9
ough increased 8 6
Skin and appendages
10 5
Pruritus 3 2
Special senses
Diplopia 28 7
Blurred vision 16 5
Vision abnormaity 3 1
Urogenital
Female patients only (n=207)
Dysmenorrhea 7 6
Vaginits a 1
Amenorrhea 2 1
incidence than
. Faters s aincie ot wer s o henyt barbtal,or primidone in addition to lmotrigine or placebo. Patients may have.
e tialor h e ncluded in more than 1 categary.

In a randornized, paralel tral comparing placebo with 300 and 500 mg/day of
lamotrigine, some of the more common drug-related adverse reactions were dose
related (see Table ).

Table 8. Dose-Related Adverse Reactions from a Randomized, Placebo-
Controlled Adjunctive Trial in Adults with Epilepsy

Percent of Patients Experiencing Adverse Reactions

Lamotrigi Lamotrigine
Adverse Reaction Placebo (n =73) 300 mg (n=71) 500 mg (n = 72)

xia 10 10 2850
Blurred vision 10 11 2500
Diplopia 8 22 290
Dizziness 27 3 5400
Nausea 1 18 250

9 4 1 182
2 Significantiy greater than placebo group ( P<0.05).
© Soncantyareter han foup ecenig amotaine 300 mg (P<0.05)
rofie for simiar between femals and

males and was independent of age. Because the largest non-Caucasian racial subgroup
was only 6% of patients exposed to lamotrigine in placebo-controled trials, there are
insufficient data to support a statement regarding the distribution of adverse reaction

lacebo were more lkely 1o report adverse reactions than makes. The onl
reaction for whch he repors on bmotrigne were > 10% o frequent «emanes than
(without a corresponding difference by gender on placebo) was dizzin

(@iference = 16.5%) There was kte afferenca between females and makes i the ates
of discontinuation of lamotrigine for individual adverse reacto

Controled Monotnerapy vk in Adtswith Portl Onse seaures Tble s averse
reactions that occurred n patients wih eplepsy reated wih monothers

T lomotrigne 1 a Goublebind il folowing discontinuatin of eher concomant

EarbamLanine o phenyiar et Saan o an Exuhnt reoency i ine comiol roup.

Table 9. Adverse Reactions in a Controlled Monotherapy Trial in Adult Patients with Partial-Onset Seizures b
Percent of Patients Recsling _ Percent of Patients Receiving Low-Doss Valproste
4a)

Body ReactionL (n=4a3) YMonotherapy (n
Body as a whole
Pain 5 0
Infection 5 2
Chest pain 5 2
Digestive
Vomiting 9 0
Dyspepsia 7 2
7 2
Metabolc and nutritional
ight decrease H 2
iervous
Coordination abnormaity. 7 0
izziness 7 0
Aniety 5 0
Insomnia 5 2
Respiratory
Rhintis 7 2
Urogencl(femake patents ony) 21) (n=28)
Dysmenor 5 [
: to lamotrigine or phenytoin. Patients may

have reported muliple adverse reactions during the tria; thus, patients may be included in more than 1 category.
€ Up to 500 mo/day.
41,000 my/day.

Adverse reactions that occurred with a frequency of < 5% and > 2% of patients



receiving lamotrigine and numerically more frequent than placebo were:
Body as a Whole: Asthenia, fever

Digestive: Anorexia, dry mouth, rectal hemorrhage, peptic ulcer.
Metaboic and Nutritional: Peripheral edema.

Nervous System: Amnesia, ataxia, depression, hypesthesia, lbido increase, decreased
reflexes, increased reflexes, nystagmus, ritabilty, suicidal deation.

Respiratory: Epistaxis, bronchits, dyspnea.
Skin and Appendages: Contact dermatits, dry skin, sweating.
Special Senses: Vision abnormalty.

Incidence in Controlled Adjunctive Trials in Pediatric Patients with Epiepsy: Table
10 kot acvrse resctions that occud i 339 pedtic patents WRh pariak et
received lamotrigine

oo T3 g kedan o 3 mimorn of 50 ey

Table 10. Adverse Reactions in Pooled, Placebo-Controlled Adjunctive Trials in Pediatric Patients with Epilepsy
Body System/Adverse ReactionPercent of Patients Receiving SUBVENITE(n = 168) Percent of Patients Receiving Placebo (n = 171)

Body as a whe
Infection 20 bty
ever 15
Accidentliury 1 12
aba pain 10 5
8 4
Hu syndrnme 7 6
5 4
ot edema 2 1
Photosenstivty 2 0
Cardiovasculr
temorrhage 2 1
tive
‘Vomitin 20 16
Diarrhea 1 9
Nausea. 10 2
Constipation a 2
Dyspepsi 2 1
Hemic and lymphatic
Lymphadenopathy 2 1
Metabolc and nutriional
Edema 2 0
Nervous system
‘Somnolence 17 15
Dizzines: 14 4
Ataxia 1 3
Tremor 10 1
Emotnal ity 4 2
Gak abnormalty 4 2
Thiking sbnarmalty 3 2
Convulsions 2 1
Nervousness 2 1
Vertigo 2 1
Respiratory
Pharyngitis 14 u
ronchits 7 H
Increased cough 7 6
inusitis 2 1
Bronchospasm 2 1
Skin
Rash 14 12
Eczema 2 1
Pruritus 2 1
Special senses
Diplopi H 1
B e 4 1
Visual abnormalty 2 0
Urogental
Male and female patients
Urinary tract infection 3 0
‘Bipolar Disorder in Adutts:

t common adverse reactions seen in association with the use of lamotrigine as

‘monotherapy (100 to 400 ma/day) in adult patients (aged 18 to 82 years) with bipolar

disorder in the 2 double-blind placebo-controled trials of 18 months' duration are

nckidd Tals 12 Adverse resconstha occurred b a st 5% of patens and were
ekaly more requent durng the dose-escalton phese of amatrighe i these trias
e ekt may have been receing ns) compare

natherapy phash wires neadsche (3358 ouh (L5 deamens (10%. drmes (3%,

dream abnormalty (6%), and pruritus (%)

During the py phase of of 18

months' duration, 13% of 227 patients who received lamotrigine (100 to 400 ma/day),

6% o 190 patents who receiv placebo, and 25% o 166 patints who received

y because of an ‘The adverse reactions that
e Comimonly i o S amton of oot ge wera 15 550 o
mood 16% of 2,401

patients who received lamotrigine (S0 to 500 mg/day) for bipolar disorder in

premarketing triais discontinued therapy because of an adverse reaction, most

commonly due to rash (5%) and mania/hypomaniaimixed mood adverse reactions (2%).

‘The overall adverse reaction profie for lamotrigine was simiar between females and
ales, between elderly and noneiderly patients, and among racial groups.

Table 11. Adverse Reactions in 2 Placebo-Controlled Trials in Adult Patients with Bipolar | Disorde
Body System/Adverse ReactionPercent of Patients Receiving lamotrigine (n = 227)Percent of Patients Receiving Placebo (n = 190)
General

Back pain 8 6
Fatigue 8 5
Abdorminal pain 6 3

Digestive
Nausea 14 1
Constipation s 2
Vomiting s 2

Nervous System
In 10 6
Somnonc 9 7
Nerostoma (ry mouth) 6 4

Resgiatory

7 4
Exacema(mr\ of cough 5 3
5 4
SRosh (nonserious) 7 5

*Adverse reactions that occurred i at last % of paients teated with Bmotrigne and

at 3 greater incidence

Batients in mese tra were cunvenm s amorine (100 0 400 malday) o plceto
n ther

have 1epovled mumvle adverse i i e i e e, oy b nlodid

i the overal bpoiar and other mood dorders clnicl ik, the rate o serious rash
ias 0.08% 1 o 1.233)of adut atients who receied amotrigine os il monotherapy
and 0.13% (2 of 1,538) of adul patients who received lamotrigine as adjunctive therapy
e ernigeond precautne {

Other reactions that occurred in 5% or more patients but equaly or more frequently in
the placebo group included: dizziness, mania, headache, infection, influenza, pain,
accidental injury, diarrhea, and dyspepsia.

Aderse reactions that occurred wkh a requericy o < 5% and > 1% of patnts
ing lamatrigine and numerically more frequent than placebo w

General: Fever, neck pain.
Cardiovascular: Mgraine.

Digestive: Fiatulence

Metaboli and Nutritional: Weight gain, edema,
Musculoskeletal: Arthragia, myalgia.

Nervous System: Amnesi, depression, agkation, emotional by, dyspraxe, sbnormal
oughts, dream abnormalty, hypoesthes

Respiratory: Sinusitis.
Urogenitat Urinary frequency.
verse Rescton folown Abrupt icontouato: i he 2 controled cinicaltrls

there was no increase in the incidence, severiy, or type of adverse reactions in patients
i bpolar dsorder after abrupty terminating ineray with Jamatrigne. In e chmca\
development program in adults with bipolar dsorder, 2 patients experienc:

Shorth ater abrupt wehcrawal of amatrigie [see Warings and Precautons {5,100
Episodes: During plac: clinical

trias in bipolar | disorder in which adults were converted to monotherapy

with lamotrigine (100 to 400 mg/day) from other psychotropic medications and folowed

for up to 18 months, therates of maricor hypomani or mixed mood spsodes

reported as adverse reactions were 5% for patients treated with lamotrigine (n = 227),
4% or patents trested Wi K (1 = 166), and 7% o1 ot ireated wih pacebo
(n= 190 In al bipolar controlie trigs combined, adverse reactons of mania (hcluding

hypomania snd mied mood epsodes) were reported n % of patints reated
with lam 5¢  patentstrested weh K (n = 260), and 4% of
parens remred win pcebe (+ =05,

6.2 Other Adverse Reactions Observed in All Clinical Trials

Lamotrigine has been administered to 6,694 individuals for whom complete adverse.
rencion da(a s captured during o ciicl il only some of which were placebo
controlled. During these trials, all adverse reactions were recorded by th

et AR el O hek o <heosig. T provis a mearigfeldstmate
of the proportion of indiiduals having adverse reactions, simiar

reactions were grouped into a smalier number of standardized categories using modfied
COSTART dctoary femeolgy. e frequeces presented represent the proporton of
the 6,684 individuals exposed trigine who exi ed
oo ot oo Wi secern, e g, Alrcnaried avrsa reactons re
included except those already listed In the previous tables o elsewhere in the labeling,
those too general to be informative, and those not reasonably associated with the use.
of the drug,

Adverse reactions are further classified within body system categories and enumerated
i order of decreasing frequency using the following definitions: fr

cti hose occurring in 000 patints;rare aoverse reactions are
those occurring in fewer than 1/1,000 patients.
‘Body as a Whole

Infrequent: Allrgic reaction, chils, malaise.

Cardiovascular System

Infrequent: Flushing, hot flashes, hypertension, palptations, postural hypotension,

syncope, tachycardi, vasodiation.

Dermatological

Infeguent: Acne. olopei,Hrsutlom, macuopapulr s ki dcoloraton,urcara

Rare: Angoedema,erythema, exfolaive dermaits, fungal dermaks, oster,
v, bt T, PUShir roon Seevane emrsen

prrvtistiaivivisiilieiy

Digestive System

Infrequent: Dysphagia, eructation, gastrits, gingivits, increased appetite, increased

salvation, iver function tests abnormal, mouth uiceration.

Rar ssitis, m hyperplasia,
Raratomess, hemarthagie comes hapatts ociens, stomach uer, stamabte, songie
edema,

Endocrine System
Rare: Goter, hypothyroidism

Hematologic and Lymphatic System
Infrequent: Ecchymos’s, leukopenia

Rare: Anemia, eosinophia, fibrin decrease, fibrinogen decrease, ron deficiency anemia,
leukocytosis, lymphocytosis, macrocytic anemia, petechia, thrombocytopenia

‘Metaholic and Nutritional Disorders.
Infrequent; Aspartate transaminase increased.

Rare: phosp! increase, increase,
bilrubinemia, 3 ) i

Infrequent: Arthitis, leg cramps, myasthenia, twiching.
Rare: Bursitis, muscle atrophy, pathological fracture, tendinous contracture.



Nervous System

Frequent: Confusion, paresthesia.

Infrequent: Akathisia, apathy, aphasia, central nervous system depression,
depersonalaation, dysarfra dyskinesi euphoria, hallchations, hostiy,ryperkiess,
hypertona, I

yoconus, pan 8ack, paranois T ion personaky aborde, peycnoss. sees
disorder, stupor, suicidal id

Rare: Choreoathetosis, dehnum, delusions, dysphoria, dystonia, extrapyramidal
syndrome, faintness, drand mal convulsions, hemiplegia, hyperaigesia, hyperesthesia,
hypokinesia, hypotonia, mani depression reaction, muscle spasm, neuralgia, neurosis,
peralysis, peripheral neurits.

Infrequent; Yawn.
Rare: Hiccup, hyperventiation.
Special Senses

Frequent: Amblyopa.

Infrequent: Abnormalty of accommodation, conjunctivis, dry eyes, ear pain,
Dhmphma taste perversion, tinnitus.

Desfness, lacrimaton dsorder, osclopsia, parosmia, ploss, srabismus taste
e et v s dore
rogental System

Infrequent: Abnormal ejaculation, hematuria, impotence, menorrhagia, polyuria, urinary
incontinence.

Rare: Acute kidney failure, anorgasmia, breast abscess, breast neoplasm, creatinine
rease, cystits, dysuria, epididymits, female lactation, kidney faiure, kidney pain,

nocturia, urinary retention, urinary urgency.

6.3 Postmarketing Experience

The foowing adversereactons have been dentrid during postapprova use of

lamotrigine. Because these reactions are report tariy from a population of

et 56 & nokseye posebl o ooy Emate (hat requncy o esabish a

causal relationship to drug exposure.

Biood and Lymphatic

Agranulocytosis, hemolytic anemia, lymphadenopathy not associated with

hypersenskivity disorder, pseudolymphoma.

Gastrointestinal

Esophagiis

"Hepatobilary Tract and Pancreas

Pancreatits.

Immunologic

Hypogammaglobulinemia, Lupus-ike reaction, vascultis

Apnea,
Musculoskeletal

Rhabdomyolysis has been observed in patients experiencing hypersensitivity reactions.
Nervous System

Agaression, exacerbato of Parkinsonian symptoms i patents wih pre-existing
Parkinson's disease, t

Non-site Specific
Progressive immunosuppression.
‘Renal and Urinary Disorders.

Tubulointerstitial nephrits (has been reported alone and In association with uvets).

7 DRUG INTERACTIONS
Significant drug interactions with SUBVENITE are summarized in this section.

Uridne5"-dptosphogucuronlwonslerases (UGT) hovebeen dentid 0 the
mes. motrghe, in SUBVENITE.

nzy
Brogs that e
Clarance of motrgine, Srong or Moderate MAUCers of the cytochiome Pas0 304
(CYP3A4) enzyme, which are also known to induce UGT, may also enhance th

metabolism of lamotrigine.

Those drgs nat have been demonsrated o ove  clicaly st mpocton
lamotrigine metabolism are outined in Table 12. Specific dosing guidance for these drugs

5
containing products, including oral contraceptives in the Warnings and Precautions
sections [see Dosage and Administration ( 2.1), Warnings and Precautions (5.9)].
Additional detais of these drug interaction studies are provided in the Clnical
Pharmacology section [see Ciinical Pharmacology ( 12.3)]

Table 12. Established and Other Potentially Significant Drug Interactions with
SUBVENITE

Concomitant Drug Effect on Concentration of lamotrigine or Concomitant Drug

Estrogen- 4 lamotrigine
containing oral contraceptive preparations containing 30 mcg ethinylestradiol and 4 levonorgestre!

150 mcg levonorgestrel

? carbamazemne epoxide

Carbamazepine and carbamazepine epoxide + lamotrig
Lopinavirfritonavir 4 lamotr

Atazanavirritonavir | bmotrgne
Phenobarbitaljprimidone 4 lamotrigine
Phenytoin 4 lamotrigine
Ritampin + lamotrigine
Vabproate 1 lamotrigine

2 valproate

Decreased (induces lamobigine glucuronidation)
nceased Gk amatrigine gucurnidaton)
7= Conficting

Effect of SUBVENITE on Organic Cationic Transporter 2 Substrates

Lamotrigine s an inhibitor cretion via organic

(OCT2) protens Isee Cinkal Pharmacology (13.5)] s may resuk ncreaced masma

levels of certain drugs that are substantialy excreted v

T SUEVENITE Wi GCTS Supstrates weh & etrom therapeutic mi (e9, deteniod) s
not recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

Ihere s apregnancy exgosure gty hat mentors pregnancy outcomes i woren
exposed to AEDs, including SUBVENITE, during pregnancy. Er

ot SUBVENITE during oregnancy to enrol i he Nt Amercan ipeptc brug

NARED) Pregnancy Rty by caing 1:358.233.2334 or visting

hitp:/jwww.aedpregnancyregistry.or

Risk Summary,

Data from several prospective pregnancy exposure registries and epidemiological

studies of pregnant women have not detected an increased frequency of major

congental maformations o 2 consstent patern of maformatons smong women

exposedto amotrgine compared wkh the general populaton (see Daca). The majorky o

lamrigne pregnancy exgosure daa re from women wih epepsy.In animol tudes

incrcased mortaty, decrcased body woght, creased structaralvariaton,
neurobehavioral abnormaities) at doses lower than those administered clnicaly.

Lamotrighe decreased fetl folte concentrations i rats,an efect known to be

with adverse pregnancy outcomes in animals and humans (see D
The estmated backgrourd el of maor it defects and miscarTiage forthe ndlcted
population s unknown, n the . general popultion he stimated backgraund sk of

eih defechs anl miscarrioge kb sctognised pregnancies & 35 1o 45 v
5% to 20%, respectely.
Clinical Considerations
A5 with other AEDS, physibogical changes durig pregnancy may ffect amotrigne
concentrations andjor therapeutic effect. There have been reports of dect
lamotrigine concentrations during preanancy e resmramn ot o progna

cenirations afte debery. DOSE sapuStents may bé necessary th mantae cinical

response
Data

Human Data: Data from severalinternational pregnancy registries have not shown an

increased rk for maformatins overal. The nteratonal Lamotrgne Pregnancy

Regitry reported mapr congental maormatons 1 2.2% (65% Cis 6%, 3.1%) of

D ooris exposat o e ighe momotherapy ine et wimester f pregnancy

The NAAED Pregnancy Regtry reported mafr congenital maformatons amang 2.0%

of 1,562 infants exp lamatrigne monstherapy nth frst imester, EURAP. o
rth America repored major

Dih defacts 1 2.9% (95% CI:2.3%,3 79 of 2514 exposures t lamotr

Tonetherapy In the St rimester. Toe freeuency of méjor congental makormatons

was simiar to estimates from the general popuation.

‘The NAAED Pregnancy Registry observed an increased risk of isolated oral clefts: among

2,200 infants exposed to lamotrigine early in pregnancy, the risk of oral clefts was 3.2

£ 1,000 (95% CI: 14, 63) @ 3-1od ncreased rk versus unexposed heakhy contok.
inding has it been observed n other arge terationalpregnancy

Furthermore, 3 case.control study based on 21 congenta anomay (eG8trs covering

over 10 millon births in Europe reported an adjusted odds ratio for isolated oral clfts

with lamotrigine exposure of 1.45 (95% Cl: 0.8, 2.63).

Several meta-analyses have not reported an increased risk of major congenital

mafformations folowing lamotrigine exposure in pregnancy compared with heathy and

disease-matched controls. No patterns of Sne(ﬂ: malformation types were observed.

evaluated the risk fant utcomes
liristiepiy sti\bnh , prer bith, ?Crvalior gematonslsoe, an
ugh t o reased rsk of

with rences in outcome
defntion, ascertanment methocs, and Cormparots ofoupe i the cancksions that

Animal Data: When lamotrigine was administered to pregnant mice, rats, or rabbits.
durig theperid of organogenesis oral doses of upto 125 25, and 30 gy,
respectivel), reduced fetal boy weight and increased incidencesof fetal skektal

Varbions wére e 1 (I8 0 e ok BoFes Ent s s materhoby Gk, TH
ec dosesfor embryofeta veoprental oty e 1o, sl 19008 75, 655,
and 30 mg/kg, respectively) are simiar o (mice and rabbits) or less than (rats) the.

R Gobe 5 205 matdes on o body sutiace res (maim)
In study i which pregnant rts were scminstered motrgn (ral doses o 0,5, o

25 mahkg) during the period of organogeness and offspring were evaluated pusmataw,
et obehinior g o malis wers pserved 1 axpo5ea OSpring ot both dos
IoweStGect cose fo Gevelopmeantl NerotoXICRy 1 7ats & €58 fhan the human dose
of 400 mg/day on a mgim basi. Maternal toxicy was observed at the higher dose
tested

e presnont rts were dnistered vl (ool dosee of 0 2 10- o 20 malks)

o e bier partof gescaton and shroughout Betaton. nerese
oty (Lo SR v S6en o o s The owestcfec doue o pre- ond
postnaaldevelopmental toxicky inraks s ess than the hurman dose of 400 mgicay an

base. Maternaltoxity was abserved at the 2 Nighest doses tested.

When adminstere to pregnant rts, amotrigne decreased et folte concentratons

2t doses greater thanof squsl o 5 molkgiday, whih s ks than the human dose

400 mg/day on a mg/m? b

8.2 Lactation

Risk Summary.

matrigine s resentn mik fom ctting women kg amotrigne | see Daa)
oung fants are o K for gh serum levets because maternalserum

S lk eva o it i v poseparam ¢ bmowgne dosage n

etaatadduring pregmancy DU & norredueed o deiery v 1 ore prepmoncy

dosage. Glucuronidation is required for drug clearance. Glucuronidation capacity is

Events including rash, apnea, drowsiness, poor sucking, and poor weight gain (requiring

hosplalzation in some cases) have been reported n nfants who have been human mik-

fed by mothers using lamotrigine; whether or not these events were caus

lmotrigine & unknown. No Sata are avalable-on the effects of the drug on ik
production.

ealth benefits shoul jong with
the mothers Cinai mesd for suevsws oy povehinlsdverae atact on e
breastfed infant

Decreased matrighe concentratins approimatey S0%.
Decrease in levonorgestrel component by

aition of
May increase carbamazepine epoxide levels.

Decreased lamotrigine concentration approximately 50%.
Decreased lamotrigine AUC approximately 32%.

Decreased lamotrigine concentration approximately 40%.
Decreased lamotrigine concentration approximately 40%.
Decreased lamotrigine AUC approximately 40%.

Increased amotrgine concentratons sighty more than -l

Clinical Comment

There are conflcting study resuts regarding effect of

1) amean in . 2) no change in

in controlled clinical trials in patients with epilepsy.



Clinical Considerations
Human ik fed nfans shoud be csely moniored fo adverse events resuking rom
oy concerns e Hurman ik oaing Shouk be dseoncoes . o weh
lamotrigine toxicity.

Data

Data in nursing infants.
Fave oo raporte 5 b e oo Sk 205 of orer el potres Carcamatone

8.4 Pediatric Use

SUBVENITE s indicated as adknctie herapy n patients aged 2 years an older for
partabonset seizures, seizures of me, and PGTC

Safety and efficacy of
were ot demensirated i a stal, randomized, couble, bind, placeb controled

Placebo 5%). and respraory adverse resctons (Bmotrighe 26%,Picebo 5%.

Infectious adverse reactions included bronchioltis, bronchits, ear infection, eye

infecion, otk externa. pharyngts. urnay tract hfectin. and il precton

Respiratory adverse reactions included nasal congestion, Cough, a

Binoler Disorder

Safety and efficacy of lamotriginefor the maintenance treatment of bipolar disorder were

not establshed in a double-bind, randomized withdrawal, placebo-controlled tral that

evaluated 301 pediatric patients aged 10 to 17 years with a current manic/hypomanic,

depressed,or mixed maod epEode as defined by DEHIV-TR. In the andomized phace

of the ol aduerse reactions that occured 1 o et 5% ofpatnts tking amotrgine

= 87) and were twice as common compared with patients taking (n =86)

Were flenza (amolrine 6%, pacebo 25),orapharyngealpai (amotrione 8%,

placebo 2%), vomniting (lamotrigine 6%, placebo 2%), contact dermatits (lamotrigine 5%,

placebo 2%), upper abdominal pain (lamotrigine 5%, placebo 1%), and suicidal ideation

(lamotrigine 5%, placebo 0%).

juvenie Animal Data

In davente animalstudy i whih ovevgne (ol dos of 0.5, 15, 1 30 k) wos
o young ats from postna to 62, decreased viabilty and growth

were s org term

mecreasm ocomotr sy, mcreased vty g eornng geficts n animalstestea

ereigmenta et i venks Ao s thon thePatmen dese of 400 maday on
5.

8.5 Geriatric Use

Cinol s of motrigne for plepsy and bpolr dorder da ot ncude suffcent

numbers of patients aged 65 years and okder to determine whether they

iferenty rom youngerpatnts or bt o dﬂerenl tsafety profle than ma( w
erly

autious,
bty Sortin 31 theiow h of th doong range.roheig 1 greser eavaney of
decreased hepatic, renal, or cardiac function and of concomitant disease or other drug
therapy.

8.6 Hepatic Impairment
lence in patients with hepatic impairment is limited. Based o a clinical

pharmacology study in 24 subjects with mi, moderate, and severe fver impairment
[see Cinical Pharmacology ( 12.3)] . the following general recommendations car
made. No dosage adjustment is needed in patients with mi liver impairment. Inital,
escaiation, and maintenance doses should generaly be reduced by approximately 25
in patients with moderate and severe iver impairment without ascites and 50% in
patients with severe ver imparment with ascites. Escalation and maintenance doses
may be adusted according to clnical response [see Dosage and Administration ( 2.1).

8.7 Renal Impairment
Lamotrighe s metabolzed mainy by ghicuroni acd conugaton, wah the maprty of the
meabokes beng recovered n th urne,In 3 mol sty comparng 2 gl
lamotrigine In s v dedrecs oF ren P ment W hesmy volortees,
O e bkt of et et ePDwx\meleVy Cwice 35 ong n the susects win
chronic renal faiure (see Cinical Pharmacology ( 12.
Il doscs of SUBVENITE shoui b based on potiens ACD regimens;reduced

with signifcar Few
atants wih Souere renal parment nave b ovaated curing chranic restment
with lamotrigine. Because there is inadequate experience i this popu
SUBVENITE Enouid be e wih cauton I théce potents 566 Dosage and
Administration ( 2.1)].

10 OVERDOSAGE

10.1 Human Overdose Experience

Overdoses Involvng quantties upto 15 g have been reported for motriine, some of
which have been fatal. Overdose has resulted in ataxia, nystagmus, seizures (incuding
tonic-clonic seizures), decreased level of consciousness, coma, and intraventricular
conduction delay.

10.2 Management of Overdose

ere are no specific antidotes for lamotrigine. Following a suspected overdose,
hosptaizationof the paient s advise. General supporte care 5 ndcated, ncliding
frequent monorig of vialsigns and cose observaton of the patent If ndctec,
emesi shour be huceds should be taken [
should be kept in mind ma( meite rolase GmotTaine & 1apdy sbsorbed [see

Clnical Pharmacology ( 12.3). Itis uncertain whether hemodialys’s & an effective means
of removing matrigne fom the bood. I §renai are patents, o0t 20% of the
amount of lamotrigine in the body was removed by hemodialys's during a 4-hour
Senion. A Pokon ontrol Centersholl e cantated for Wformation on the
management of overdosage of SUBVENITE

11 DESCRIPTION

SUBVENITE (lamotrigine) oral suspension, an AED of the phenyltriazine class, is
is 3,5-diamino-6-

ed
17 mg/mLakZS'[) and
Sighty sobe 1 03 M HCI (4.1 mg/mt at 25-0) The sructural formua &

cl
HN” N7 “NH,

SUBVENITE oralouspension contains 10 mg per mi. motrigine, USP and the folowing

nactve ingredients: carboxymethykekose sodm, cherry flavor, FDSC Red 40,
,9iyceri, methyboraben, polyethyiene glycok propyiens ghcol purfed ity

ocomari Soqun, A oM calstas, Sodunn beraate, Sodh

phosphate dibasic, sorbitol solution, sucralose and xanthan gum.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
‘The precise by which its action are
unknown. In designed to lamotrigine was,
effecte n preventing selzurespread  the maxium dectioshack (MES) and
pentyienetetrazol (scMet) test, and prevented seizures I the vsualy and secrcaly
scharge (EEAD) tests for antiepiepti actry. Lamotrigine oo d
iitory proparies b ihe kinling mode 1ok both Gurig Kiding deveopment e
the fully kindled state. The relevance of these models to human epiepsy, however, is not

One proposed mechanism of action of lamotrigine, the relevance of which remains to be
pshed n utvane volves o efec o sadum channels n viro prarmacobgica

studies suggest that lamotrigine inhibits voltage-sensitive sodium channess, t

Sl noaronaiambtases and conscaanty modvbang oy mapee Honsmer

release of excitatory amino acids (e.g., glutamate and aspartate).

Effect of | tity

L not inhibit in rat
cortical slices or oy in nor did

s Gt recepior compi (CNGX, COS TCHPY The 50 fo ot e afecs
on MDA nduced curtens (n the presénce of 3 u o sycne) nculured hppocampal
neurons exceeded 100 M.

‘The mechanisms by which lamotrigine exerts ts therapeutic action in bipolar disorder
have not been establshed.

12.2 Pharmacodynamics

Ealate Metaholism

tolzes the
Teducon o pdofe o Kby brofobre.nbHon o 1k exsome oy peetere
‘Wi he bosynthesis of nuclec ackls and proteins. When oral daly doses of Bmotrighe
were given to pregnant rats during organogeness, fetal, placental, and maternal folate
i of folate are

associated with teratogenesis [see Use in Specific Populations ( 8.1)]. Folate
concentrations were a0 reduced i mlerats gien repeate oraldoses of motrgne.

educed concentrations were partialy returned to normal when supplemented w?
folinc acid

Cardiac Electrophysiology.

ffect o Lamotrgihe: I vro sudes show that motrighe exhbts Cass 13
wiy at {rhots humon

et Yot hamac i oo onserand aftct et St
Gependence, consitent wih otner Clags 1B antarThyTC agents. AL me«ape«uc goses.
lamfrigne dd not siow veruar conducton (widen QRS) n heakhy in

roTough G study: howerar. s paits whi ¢y Iportant siructurs o faneenal
heart Gsease of wih ekvated nart rates, SUBVENITE coud siow veniruiar

conduction [see Warnings and Precauto

ffect o Lamotrgie MetaboRe, In dogs, amotrighe s extenshel metabolzed to  2-
proongaton of the

terval, widening of the QRS complex. and, at higher doses, compete AV conducton
lock. e i vro dlectraphysiologcleffects of this metabole Tove ot been studed.
Simiar effects from this metaboit in
Betisc oy race amounis o he 3N et metssorhe <0.85 of e dose)
have been found i human urine [see Cinial Parmacoogy (123) | However, Kis

of be increased in

atients
i e copatiy 1 glcrandre moUTame 0. in ptonts win et Gesse
patients taking concomitant medications that inhibit glucuronidation).
Accumulation in Kidneys
Lamotrgine accumuated i the ey of the male rat causig chroric progressive

nephrosis, necrosis, and mineralzation. These findings are attributed to a-
eEro gl pecen. and 3o apackc rovan thathas ot been devected i humans
or other animal species.
Melanin Bindin
Lamotrigine binds to melanin-containing tissues, e.g., in the eye and pigmented skin. It
has been found in the uveal tract up to 52 weeks after a single dose in rodents.
12.3 Pharmacokinetics

e pharmacokineics of amotrigne have been sudied  subjcts with eplepsy, heathy

Jhote and sty o ohinteers, and volnteers wkhchroric renal akure: A pharmacokinic
£50dy i heakiy aduf SUbfcts under fastng condkions at a single 100 mg dose kvel
emmanreces ot Sosiaiy fo e o SoSponsin and ora taoet
Absorption

Lamotrigine is rapidly and completely absorbed after oral adminitration with negigible
first-pass metaboism (absolute bioavaiabilty is 98%). The bioavalabilty is not affected
by food, but the time to reach maximum plasma concentrations is delays

presence of food [I/see Dosage and Administration (2.5)].

In healthy volunteers not receiving any other medications and given single doses, the
of to the dose

administered over the range of 50 mg to 400 mg. In 2 smallstudies (n = 7 and 8) of
patients with epiepsy who were maintained on other AEDS, there also was a linear
relationship between dose and lamotrigine plasma concentrations at steady state
folowing doses of 50 mg to 350 mg twice dail.

Distribution

Estimates of the mean apparent volume of distribution (VA/F) of lamotrigine following



oral agminstration ranged from 0.9 to 1.3 Likg. V/F is independent of dose and is

simiar folowing single and muliple doses in both patients with epiepsy and i healthy

volunteers.

Protein Binding

Data from in vitro studies indicate that lamotrigine is approximately 55% bound to

human plasma proteins at plasma lamotrigine concentrations from 1 to 10 mcg/mL (10

mcg/mL s 4 to 6 times the trough plasma concentration observed in the controlled

efficacy trals). Because lamotrigine is not highly bound to plasma proteins, clnically

significant interactions with other drugs through competition for protein binding sites
inding of lamoltrigine to plasma proteins i not change in

presence f therap of phenyton, or valproate.
AEDs phenytoin,
o prover sing st
Metabolsm
Lamotrighe s metabolzed predomianty by duroric < conugaton: the maer
metaboite i an inactive 2-N-glucuronide conjugate. After oral administration of 240 mg

oI oo (15 1 106 neathy volomtams. 4o was focovered ane urne ond
% was recouere i thefeces, The radoactiviy nthe urine conssted of unchang

lamotrigine (10%), the 2-N-glucuronide (76%). a 5-N-glucuronide (10%), a 2-N-methyl
b (0,345, i s menird i mesbae (15
‘Enzyme Induction

‘The effects of lamotrigine on the induction of specific famiies of mixed-function oxidase
s0zymes have not been systematically evaluated
Folowing mutipe adminrations (150 mg twice day) to normalvolunteers takng no
m, resulting in a 25% decrease
e s 8 epasse s CLI o Sheady B comprad wih vl obtas e
same volunteers folowing a single dose. Evidence gathered from other sources
Suggests that sef-induction by lamotrigine may not occur when lamotrigine is given as
adjunctive therapy in patients receiving enzyme-inducing drugs such as carbamazepine.
phenytoin, phenobarbital, primidone, or other drugs such as ritampin and the protease.
inhibitors that

glucuronidation [see Drug Interactions ( 7) 1

Eimination

The mean elimination haif-fe of lamotrigine following muttiple oral doses in adul patients

it eplepsy s approxmately 32 hours (1ange 8.5 hours f 4.8 hours), but the hal-fe
depending o

Drug Interactions.

The apparent clearance o motrigne & affcted by the coadminstraton of cetan

medications [see Warnings and Precautions ( 5.9, 5.13), Drug Interactions ( 7))

net effects of drug nteractions with lamotrigine are summarized in Tables 13,
Tokowes by detak o1 e drcs mesaction o0 et

Teble 13. Summary of Drug Interactions with Lamotrigine

Drug Plasma ion with Adjunctive L L Plasma cration with Adjunctive Drugs

Ova\(on[va(eplwes o cthiny wd n

strodolievonorgetre)

Aripiprazol Not assessed “e

Aeamanavirtonave o B

Bupropion Not assessed -

Carbamazepine o 1

Carbamazepine epoxide 9 7

Febamate Not assessed -

Gabapentin Not assessed -

Lacosamide Not assessed o

Levetiracetam o -

- Not assessed

Lopinavir/ritonavir we i
nzapine o we

Oxcarbazepine -

10- -

Monohydroxy oxcarbazepine metabolte

Perampanel Not assessed -

Phenobarbitaljprimidone o N

Phenytoin - N

Pregabain o o

Rifampin Not assessed

Risperidone o Not assessed

9-Hydroxyrisperidone -

Topharte ol -

Valpre i T

Valpruale + phenytoin and/or Not assessed -

carbamazey

Zonsamide Not assessed -
 From dhncte it nd e s

Nt n

that seen ith
¢ Hodestgecrease n evonoges
¢ Slgnt decrezse, not exp eeres v v cicaly meaningul

! Compared it istorcl contols.

butan active

" Not administered, but an active metabolie of oxcarbazepine.
1 Not administered, but an active metabolte of risperdone.
ISight increase, not expected to be clinically meaningful
« = No significant effect.
7= Conficting data

Estrogen-Containing Oral Contraceptives
In 16 female wokunteers.an ralcontraceptvepreparation contaiing 30 meo
150 m

matrgine (300 gy by spproximaily 206 i men decreases n AUC of
0f 399%. In this Study. trough Serum lamotrigine concentrations gradually
i were approximatay 2108 higher on average at the end of the woek of
e oacive hormone reparaton <ompared wih ough et B oncanrane o
the end of the active hormone cycle.
Gradual transient increases in lamotrigine plasma levels (approximate 2-fold increase)
the week of (plkiree week) for women

not ko aking a drug
h, Phenabarbil primidone, o other dnigs uch 2 FFamph and the professe

hibtors

glicuronidaton)[see Drug interactons (7] The ncrease n amatrigihe plasma

v b greser e st of SUBVENITE » cressed e e s before o
ould result in dose-

jrschitaeibentih
In the same study, coadministration of lamotrigine (300 ma/day) in 16 female volunteers
h " the oral

contraceptive preparation. There were mean decreases i the AUC and Cray of the
levonorgesirel component o 19% and 125% respectivel, Measurement of serum
owiaton n any of the
thal

16 volunteers, atthough LH, a

e was some 0os 5 Supprincon of e mypOtAATIE Beutory.ovaria et

‘The effects of doses of lamotrigine other than 300 mg/day have not been systematicaly.

olated in contoteciica i Studes wihothr el harmona preparotons
RT) luded

(inclu
may be. receiving

products, including

(1),

Other i Contraceptives or “Therapy

‘The effect of other

therapy on of not. been evaluated. It

eased
motigine 20 2-foi anl i progesth-onty gl nod n ffec on Bmotrghe pasia
levels. Therefore, adjustments to the dosage of SUBVENITE in the presence
progestogens ane wil ikely not be needed
Arpiprazole
In 18 patients with bipolar disorder on a stable regimen of 100 to 400 mg/day of
lomatrigine, the omotrigne AUC and Cra wee reduced by appraxinatel 10% 1

ents who received aripiprazole 10 to 30 mgjday for 7 days, followed by 30 ma/day
Tor an addional 7 days. TS reduction I BOHTIGHE Exposure f not conadered
clincally meaningful.
Atazanavir/Ritonavic
In a study in healthy volunteers, daly doses of atazanavi/ritonavir (300 mg/100 mg)
reduced the plasma AUC and Crna;;of lamotrigine (single 100-mg dose) by an average of
325% and 6% respectvely, and Shortned the sinaton hal-fues by 27% In h
presence of atazanavir/rtonavir (300 mg/100 mg), the metabolie-to-lamotrigine ratio
was increased from 0.45 t0 0.71 s wan nduction of ucuronigaton. The

lamotrigine to of the in the ab: emorine.

‘Bupropion

The pharmacoldnets of a 100:mg shgle dose ofamotrigine 1 heakhy vourceers (1 =
propion

(130 g e Ga) String 1 s petre lmenne

Carbamazepine

La no Pl
concentration. Limited cinical data suggest there s a higher incidence of dizziness,
diplopia, ataxia, and blurred vision in patients receving carbamazepine with lamotrigine
than in patients 1] The
mechanism of this interaction is unclear. The effect of lamotrigine on plas
concentrations of carbamazephe-spoxke s uncear. n o smalsubset o patents (s
Donina trial,

s conceonitions. but 1 2 ok uncontroted suucy
(avbamazemneepax\de levels ncreased.

‘The addtion of by

oaronmate 40%

EFsbamate

In atrilin 7L hesthy vokunters, cosdministration of febamate (1,200 mg twice daby)
th matrigine (100 mg tice daly or 10 days) appeared to have no cinkaly relevant

Eects on the pharmacoknetcs o lamatri

Folate Inhibitors.

Lamotrigine is a weak inhibitor of dinydrofolate reductase. Prescribers should be aware

of this action when prescribing other medications that inhibit folate metabolism.

‘Gabapentin

Based on a retrospective analysis of plasma levels in 34 subjects who received

lamotrigine both with and without gabapentin, gabapentin does not appear to change

the apparent clearance of lamotrigine.

Lacosamide.

of amotrigine affected by
(200,400, or 600 mg/day) in placebo-controled clinical trials in patients with partiakonset
eizures.

Levetiracetam

Potential drug interactions between levetiracetam and lamotrigine were assessed by
Cualiatng som Concentrations of both agents during placebo-contrated chcal ok

levtracetam and that leveracetam does ot mflence the pharmacokiets of
lamotrig
Lithium

The pharmacokinetcs of thium were not akered n heathy sublects (n = 20) by
«coadministration of lamotrigine (100 mg/day) for 6 days.
LopinayieRonavie
Theaddion of prnair (400 mg e ) tonave (100 mg i dl) decrezsed e
Crmax: and ehmmanm\ half ife of lamotrigine by approximately 50% to 55.4% in 18
Reating Soocss The phormacolinetcs of g ok were eniar i
- Compared wih that

AUC and Cmax of osnzapine were siiar fokowing th adtion of osnzapine (15
T e iy o Areobghe 350 g oree day) . heokny s lontears

o e R S Cocy iy sl vlomteer rosehans cemsamie sone
(n=16)

Inthe same i, the AUC and Crg,of amotrigine were reduced o average by 24% and
20% respectively, folowing the sddion of onzapie t amotrigne i hea

voluntasts Compared wih hose receing motrigne akone. T reducton i amatriine
Plasia concentraions & not expected to be cnicaly meanigful

Oxcarbazepine

The AUC

and Cox of ts active
metabolte were not significantly different folowing the addition of oxcarbazepine (600



1mg i dal) o motrighe (200 mg ance day)nnesthy maewolnteers 1 = 13)

ared with healthy male volunteers receiving oxcarbazepine alone (n =
In the same trial, the AUC and C ey of lamotrigine were simiar following the addition of
oxcarbazephne (600 mg twice dab) to amotrigine n heskny male volunteers compared

wi a igher ncience of
headache, dizziness, nausea, jth of &

i lmotr b
Perampanel

In a pooled analysis of data from 3 placebo-controlled clinical trials investigating
adhnctve perampanel ) patents weh partaanset and ptc sezures, the ighest

perampanel dose eval malday) increased lamotrigine clearance by <10%. Ar
et o7 s magnkude & not conaderd t e cilcal raavent
mmmmmua

“The adtior

Toncetason by appresmaon 205,

Phenytoin

Lamotrigine has no appreciable effect on steady-state phenytoin plasma concentrations
in patients with epiepsy. The addition of phenytoin decreases lamotrigine steady-state
concentrations by approximately 40%.

Pregabaln

of by
concomitant pregabalin (200 mg 3 times daly) administration. There are no
pharmacokinetic interactions between lamotrigine and pregabain.

Rifampin
In 10 male olnteers, rfamin (600 oy for 5 dov) snfcanty creased e
apparent clearance of a s dose of lamotrigine by approximately 2-fold (AUC
R esees by approxinavey 40

Risperidone

11,51 neakhy volrieers tudy. mukipleorl doses of bmotrighe 400 g dly od o

e ethoata 0.0N fperane.Fotowit he cosdminatroton of raperdont 5.

mg with lamotrigine, 12 of the 14 volunteers reported somnolence compared with 1 out
of 20 when risperidone was given alone, and none when lamotrigine was adminstered
alone.

Topir:

in no change in of lamotrigine.
Administration of lamotrigine resulted in a 15% increase in topiramate concentrations.
Valproate

When lamotrigine was administered to heakhy volunteers (n = 18) receiving valproate,
the trough steady-state valproate plasma concentrations decreased by an average of

existing therapy did not cause a change in valproate plasma concentrations in either
adult or pediatric patients in controlled clinical traks.

The n norml

volunteers by sightly more than 2-fold. In  trial, maximal nhibiton of lamotrigine

clearance was reached s vaproate doses between 250 and 500 mgiday and i not

increase as the valproate dose was further increast

Zonsamide

In a study in 18 patients with epiepsy, coadministration of zonisamide (200 to 400
/day) with lamotrigine (150 to 500 mg/day for 35 days) had no significant effect on

the pharmacokinetics of lamotrigine.

Known Inducers or Inhibitors of Glucuronidation

Drugs other than those isted above have not been systematicaly evaluated in

combination with lamotrigine. Since lmotrigine s metaboized predominately by
gucuronic acid conugaton arugs that are known to nduce o nhit gmmmmaanon
et e on e veaporas

Other

In vitro assessment of the inhibitory effect of lamotrigine at OCT2 demonstrate that
lamotrigine, but not the N(2)-glucuronide metabolte, is an inhibitor of OCT2 at potentially
clincally relevant concentrations, with IC sg value of 53.8 M [see Drug Interactions ( 7)]

Results of in vitro experiments suggest that clearance of lamotrigine is unikely to be
rediced by concomtant adminratn of smirptyine, chnzzeparn, cozapie,
fluoxetine, haloperidol, orazepam, phenelzine, sertraline, or trazodons

Results of in vitro experiments suggest that lamotrigine does not reduce the clearance
of drugs eiminated predominantly by CYP2D6

Specific Populations

patients with with chronic

reathine clarance: L3 mLimi ange. o 10 23 and another ¢ ndivduat indergeing
‘emodialysis were each given a single 100-mg dose of lamotrig

Rl ives detormind o (he sty wive 42 hours (chroric et 1301 hauvs

{during hemodialyss). and 57.4 hours (beween hemodishs) compared ukh 2

Noure oty vel s, O averaoe, aperexmaray 305 ronge 5610 351 of the

amount of motrigne resent e by s diminate by hemodalysts g o -

hour session [see and Administration ( 2.1)].

Patients with Hepatic !mnarrmenl ‘The pharmacokinetics of kamotrigine folowing a single

100-mg dose of lamotrigine were evaluated in 24 subjects with mi, moderate, and

Severe hepatic imparment (Chid-Pugh classification system) and compared with 12

subjects without hepatic impairment. The subjects with severe hepatic impairment were

without ascites (n = 2) or with ascies (n = 5). The mean apparent clearances of

lamotrigine in subjects with mid (n = 12),

2)and severe wih ascies n = 5)Iver mpafment were 0.30 = 0.03, 024 £ 01, 0.21

and 0. 09 mL/minkg, respectively, as compared with 0.

e o sk Coniol M vl e o rmobgine i aubiedts wit i

Thodarate, severe wehout sSCkes, and severe wéh asciis hepatkt Mpament were 46 =
72 44, 67 = 11, and 100 + 48 hours, respectively, as compared with 33
hours in healthy controls [see Dosage and Administration ( 2.1)]

Pediatric Patients: The pharmacokinetics of lamotrigine folowing a single 2-mg/kg dose

ere evaliated n 2 sudes 1 peditric subjcts (n = 20 for subjects a9ed 10 months o
5, = 26 fo sublects aged 5 to 11 year). Frtytires sublects received
contomkant therapy weh other AEDS and 12 subfacts receved Bmotrgine

monotherapy. Lamnmﬂw\e Pharmacokmetic pararheters for pedatrc patnts are
summarized in Table 1

Populatin pharmacokinetc ansyses nvolvngsutjects aged 2 0 18 years

r,ona
body weigt bask, et potns e SauRa. Wanor oo amone
clarance s Ngher n ose sublcts weghing <30 kg compared wih nose weiging
530 kg, Accordingly, pationts wekhing <36 kg ey need an ncrease of a5 ruch 85
50% i mahenance doses based on clrcal response, as compared with subjects

terec
(o These analete s evesiad tht, e accounting Tor bocywaght, Bmowane
clearance was ot significantly influenced by age. Thus, the same weight-adjusted doses
hould be administered to chidren irrespective of differences in age. Concomiant AEDs
which influence lamotrigine clearance in aduls were found to have simiar effects in

chidren.
Table 14. Mean Pharmacokinetic Parameters in Pediatric Subjects with Epilepsy

Pedatric Study Population Number of Subjects T max(h) tia(h)  CLF (mimin/kg)
Ages 10 months to 5.3 v
Subjects taking carbamazepine, 10 30 7.7(5.7t011.4) 3.62(2.44 t0 5.28)
Shemytan Bhenobarota, o prmidones (10t05.9)
Subjects taking antiepiepticdrugs with no known effect on the 7 52 19.0(1291027.1) 12(0.75 t0 2.42)
apparent clearance of lamotrigine (29t06.1)
Subjects taking valproate only 8 4.9 047

(L0t06.0) (29510525  (023t00.77)
5to11

Subjcts taking carbamazepine, phenytoin, phenobarbialor 7 16(10t03.0) 70(38109.8) 2.54(1.35t0558)
primidon
Subjects aking corbomazepine, phenyton, phencbarbial of 8 3.3(1.0t06.4) 19.1 (7.0 to 31.2) 0.89 (0.39 t0 1.93)
primidone ® plus
Subjects taking o ony® 3 4.5(3.010 6.0)65.8 (50.7 0 73.7)0.24 (0.21 t0 0.26)

years
Subjects taking carbamazepine, phenytoin, phenobarbital, or 1 - _c 13

primidone

Subjects taking carbamazepine, phenytoin, phenobarbital, or 8 c c 0s
primidone 2 pius valproate - -
Subjects taking vaiproate only 4 _« 03
ac phenytoin, and shown to increase
the lamotrigine. rifampin,

and a have aiso
Interactions ( 7)1

shown
ot SUbjacs wers ncocies e caediton for e T
© Parameter not estimated

Geriatric Patients: The pharmacokinetics of lamotrigine folowing a single 150-mg dose of
lamotrigine were evaluated in 12 eiderly volunteers between the ages of 65 and 76 years
(mean creatinine clearance = 61 mLjmin, range: 33 to 108 mL/min). The mean haf-ife of
lamotrigine in these subjects was 31.2 hours (range: 24.5 to 43.4 hours), and the mean
clearance was 0.40 mL/min/kg (range: 0.26 to 0.48 mU/minjkg).

e and Fema Paints Tre carance of amotrgine s not affected by gender.
However, durig dose escaatin of amotrgine n 1 cliclrian patnts witheplepsy
on 3 stable dose of vaproate n ~ 77), mean trough Bmatrigne concentrations
unadjusted for weight were 24% to 45% higher (0.3 to 1.7 mcg/mL) in females than in
males.

Racial or Ethnic Groups: The apparent oral clearance of lamotrigine was 25% lower in
non-Caucasians than Caucasians.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiity
Carcinogenesie

No evidence of carcinogeniciy was seen in mice or ats following oral administration of
lamotrigine for up to 2 years at doses up to 30 mg/kgiday and 10 to 15 mg/kg/day,
respectively. The highest doses tested are less than the human dose of 400 mg/day on
2 Body surface area (mg/m?) basis.

Mutagenesis:
L negative in i vitro (Ames and th)
assays and (in vitro human invivo
says.
Impairment of Fertity

No evidence of impaired fertiity was detected in rats given oral doses of lamotrigine up.
10 20 mgkyday. The hihestdose este & less tha the human dose of 400 m/day
a gy bads.

14 CLINICAL STUDIES

e effcacy of SUBVENITEfor the reatment of epiepy and bpalar dorcer s based

onthe stablho effectvenes o amocgineorl ol The sudesboan descrbed
encas o Brmoriive oal et forth rcatment of eplep:

b SUBVENITE (amotsiinearal suspencio demanciated Shibt pooaRY (o

lamotrigie oral tablet [see Cliical Pharmacology (12.3)

14.1 Epilepsy
Monotherapy with \dults with Partiak-Onset Already Receiving
I Phenytoin r Primidone as the Singl
‘Antiepileptic Dr
otherapy wi stablshed in  mutcenter
o bt cinkar 13 eorong 156 Sk sotents wen partaonset sezures. The

paiints experienced di last 4 Simpl partabonset, complex partaborset, and/o
secondarly generaled sceues durg eac o Consecutie 4-wesk perods whie

ytoin py during baselne. L
ot 1 500 o) or ey oe (11000 iy s stk o SR Eabaasepm o
phenytoin monotherapy over a 4-week period. Patients were then converted to
‘monotherapy with lamotrigine or valproate during the next 4 weeks, then continued on
monotherapy for an additional 12-week period.

f all weeks  meeting an escape

Citerion, Crkri for acape feative to baseline were: (1) doubing of average MomTly

seizure count,(2) doubing of ighest consecutive 2day sezure requency, (3)

not occur during the 8-

Week baseline) tha s more severe than seiure types that occur duri

et or () cicaly sgnrcant proongaton of geneatzd tonc coric sezures
ficacy variable was the proportion of patients in each treatment group

o e ek

The percentages of patents who met escape cieria were 42% (32776) n th group

% (55/80) in
e was ly [ty




infavor of otrigine. No dferences i effiacy based on ag, sex, o race were
detect

Patients in the control group were intentionaly treated with a relatively low dose of
vaproate as such, this trial was

afety of monotherapy with lamotrigine, and cannot be interpreted to imply the:
Soerorty of SUBVENITE to i adequats dose of vapraate
Adunctive Therapy with Lamotrigine in Adults with PartiabOnset Seizures

of SUBVENITE as (added to other AEDs)
il cstabishee n 3 pivotal, mucenter. placeo-controled, double bind cinkal trls

Corig baeines i va betwoan B 15 33 weeke I he 20 1o} pabents wara not
abserved 1 3 prospectve aselne. Inpatients contiulng o hovs ot et 4 selzures par
month durig the baseine, motrigne or pacebo was then added 1o he exti
therapy. In b3 triss, change from baselne n sizure frequency was the priman
et o dtecinaness. e reauks en beow ore for ot Pt onses eiurcs i the
et 10t population a1 paics who raceied t kst 1 dose of reatment) m xch
tral, unless otherwise indicated. The median seizure frequency at baselne wi
wesk whi the mean a baseln was 6.6 per week for al atkns ok i efcacy
triak.

One trial (n = 216) was
2d-weck treatment period. Patients could not be on more than 2 other antconvuants
nd valproate was not alowed. Patients were randomized to receive placeb

pat
Teducton wes Stattcaly sinicant i the 500.m/3ey 9roup Compared weh the
placebo group, but not in the 300-ma/day group.

A second trial (n = 98) was a double-biind, placebo-controlled, randomized, crossover

tril consisting of two 14-week treatment periods (the last 2 weeks of which consisted

of dose tapering) separated by 2 -k washout period. Patnts couk not beon more

than 2 other anticonvulsants and valproate was not alow

of SUBVENITE was 400 mgiday. When the frt 12 wesks of he resimen periods were
analyzed, the median change in sezzure frequency was a 25% reduction on SUBVENITE

compared with piacebo ( P<0.001).

The thid il n = 41)w

12-w k(rea(ment periods separated by a 4-week wasnour Demd Patents

ol nok b on ore an 2 other antkanwborts, Tteen

Concomtan valronte: hese patentsfecaved 150 maydog of Amotrighe. T 28 other

patients had a target dose of 300 mg/day of lamotrigine. The median change in sezure

frequency was a 26% reduction on lamotrigine compared with placebo ( P<0.01).

No differences in effcacy based on age, sex, or race, as measured by change n seizure
frequency, were detected.
Adunctive Therapy with kmorigine n Pedtri Patients with PartibOnset Seizures
The effectiveness of Iamamqme zs adhmcnve therapy in pediatric patients with
onset seizures was establs| iticenter, double-bind, p\acehu cun(mlied (ra\ \rv
o patente agka 6 16 years (n ~ 53 on Ariotne, 1 lacebo). Folowng
-wesk baseng phase ptlnts were fandomzed t0 18 weeks of reaim;

famotisner patebo odde o thr crrnt ACD resien f 02 crugs Pevents

e oeei b o oy welh nd valroate Uoe, Torge deves were Jesgnea to
appmxlma{e 5 mg/kg/day 'er patients taking valproate (maximum dose: 250 mg/day)

aking valp 750 ma/day)

e prmaly Efichcy endpont was percentage change fom baseine n al partatondek
seires For the nen -t popun,the meden reductin of o partabonset.
Seres wat 30% npatins treored i amotrighe and 73 on placebo,  dierence
that was statistically swgnm:ar\( (P<0.01).

Adiunctive Therapy with lamotrigine in Pediatric and Adult Patients with Lennox-Gastaut

of SUBVENITE as ts with
Eomcrome was esabihed n 2 mkcenter double it bicabe.tontroNe Wl 163
patients aged 3 to 25 years (n " amotrigne, n = 50 on piacebo). Folowng o &
week, single-biind, placebo phase, patients were randomized to 16 w

Wih SUBVENITE ot placebo addec 1o ther current AED regimen of uj

Patents were osed on 2 Ted-dose regmen based on body weght and vabr o use
rarget doses /day for patients taking valproate

_‘
B3
5

&
3

%

§
H
5
3
3
3
<

percentage change
from baselie i major motor selzures (atori, tanic, majr myocloic, and onic-clnic
), For thenent o teatpopulton, fhe medin reductin o ol metor
Jzures was 32% in patients 48 Eriorghe s1d 9% o a difference
Tt Sty Sanfon { P<0.08) brop oacke wre SgnTeont raduces by
lamoirigne (34% Compared wih pacebo (3%, a5 were ronk.conk sezures (36%
reduction versus 10% increase for lamotrigine and placebo, respectively).

ralized Tonic-Clonic Seizur

‘The effectiveness of lamotrigine as adjunctive therapy in patients with PGTC seizures

s esablsned na mullenter. double i, placebo controled il 117 pedrc
adutt patients aged 2 years and older (n = 58 on lamotrigine, n = )

Fants o o ot PGTC sabures durvg o B ek bascin phase werehondomized

0 19 0 24 weeks of trestmert wih amotrigine or placebo added o ther current AED

regimen of up to 2 drugs. Patients were dosed on a fixed-dose regimen,

doses ranging from 3 to 12 mg/kg/aay for pediatric patnts and from 200 to 400

mgiday for adu patients based on concomitant At

The primary efficacy endpoint was percentage change from baseline in PGTC seizures.

For the intent-to-treat population, the median percent reduction in PGTC sezures was

66% in patients treated with amotrigine and 34% on placebo, a difference that was

statistically significant ( P = 0.006).

14.2 Bipolar Disorder
Aduts.

of SUBVENITE in ipolar | disorder was
el i3 moiconter, oyt bind paceno.contoled ik 1t sut patents (s0ed
18 to 82 years) who met DSMHV criteria for bipolar | disorder. Trial 1 enrolled patients.
with a current or recent (within 60 days) depressive episode as defined by DSH-IV and
Trial 2 included patients with a current or recent (within 60 days) episode of mania or
hypomania as defined by DSM-IV. Both trials included a cohort of patients (30% of 404
subjects in Trial 1 and 28% of 171 patients in Trial 2) with rapid cycing bipolar disorder
(410 6 episodes per year).

In both triaks, patients were titrated to a target dose of 200 mg of lamotrigine as add-on
therapy or s monotherapy with gradual withdrawal of any psychotropic medications
guringan & 1o 16 week apen bbelperod Overal b1% of 1. 305 patents particpatng

Son) ampkal
e ttyehotea neksing darsahe) wpmamma. of ke, dutng Skrton of \amemqme
Patients with a CGl-severity score of 3 or less maintained for at east 4 contin
wecks, inchiding at least (he nalweek on manotherapy with Bmotrigne, were.
randomized to a placebo-controlld, double-bind treatment period for up to 18 months.
The primary endpoint was TIME (time to intervention for a mood episode or one that was
merging, time to discontinuation for either an adverse event that was judged to be

related to bipolar disorder, or for lack of efficacy). The mood episode could be
depression, mania, hypomania, or a mixed episode.
In Tl 1, patens receved doutle bind manotherapy Kk lomatgine 30 mo/doy (1

50), lamotrigine 200 mo/day (n trigine 400 m 47)or placebo o
a1 Lamotrgne (200 and 400 mglday (rea(meﬂ(gvoups Y ombined] et superr
o placebo in debying the L1ne 1 GcCurrence of a mood epoode (FRUTe 1) Separate
anyses of the 200- and 400-mcay cose aroups revealed no added benet from the

er dose.

In-ral 2 patiens receved doubl bnd monotherapy wkh amotrigne (100 t0 400

= 59), o 70). lamotrigine was superior to placebo in delaying
o atcaronce o 2 sl cpone (Hpures) The meon Goce of ergne s
about 211 m/day.

Ahough these triais were not designed to separately evaluate time to the occurrence of
depression or mania, a combined analyss for the 2 trials revealed a statistical
significant benefit for lamotrigine over placebo in delaying the time to occurrence of both
aepressnn and mania, akhough the finding was more robust for depression.

Figure 1: Kaplan-Meer Estimation of Cumulative Proportion of Patients with
Mood Eiscde (rrial 1)
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Figure 2: Kaplan-Meler Estimation of Cumulative Proportion of Patients with
Mood Episode (Trial 2)
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 HOW SUPPLIED

SUBVENITE (lamotrigine) oral suspension contains 10 mg/mL lamotrigine. It s a pink,
cherry-flavored suspension and is suppled in high-denstty polyethylene (HDPE) bottles
with white, polypropylene, chid-resistant closures with a foam finer and heat induction
ayered inner seal.

80z (240 mL), NDC 69102-418-01
2% 8 0z (240 mL), NDC 69102-418-02
16.2 Storage and Handling

Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to
86°F) [See USP Controlled Room Temperature]

Discard the unused portion 90 days after first opening.

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

o to kit of restment ik SUBVENITE nform patnts that arah or other
sgns or symptoms of hypersenskivy (e, fever, hmphadenopathy) may herak a
e vent etk o o eport amy ouch oceumrenca o
ReaRheors proviers emeteh 508 Boved Warrig and hovnings vl precautions
).

Adminstration

Instruict patients or caregivers that a calibrated measuring device. such as an oral



measure and delver th medication. A household teaspoon or
tablespoon s not an adequate measuring device.

‘days after first opening the botte

Hemophagocytic Lymphohistiocytosis

Prior to inltation of treatment with SUBVENITE, inform patients that excessive immune

activation may occur wh SUBVENITE and tha thy shouk report signs o symptoms
Lich as fever, rash, or lymphadenopathy to a healthcare provider immediately [see

Warnings and precautions (52

Reactions. Blood Dyscrasias. and Qrgan Falure

Instruct patients and caregivers that a fever o rash associated with signs of other
involvement (e.q., ymphadenopathy. hepatic dysfunction) may be drug-

related. SUBVENITE shoukd be discontinued immediately if a serious hypersensitivity

reaction is suspected Isolated organ failure or isolated blood dyscrasias without
uence of mullogan Pypersensiity moy aso oceur, nsruct patients o Cooctthee

imme signs or sympto
Condons {see Warnings and precautions (.5, 5.5
Cardiac Rhythm and Conduction Abnormalites.

Inform patients that, due to its mechanism of action, SUBVENITE could lead to irregular
or slowed heart rhythm. This risk is increased in patients with underlying cardiac disease

their heakthcare provider right away. Patients who deveiop syncope should ie down with
raised legs and contact their heakthcare provider [see Warnings and Precautions (5.4)]
Suicidal Thinking and Behavior
Inform patients,the caregiers, and famBes that AEDS, including SUBVENIT, may

be alert for the
mergence of worcaning of Symanor o sepreston. sy sl changes It maod or
Behavir, o the smergence of sbcdal thougnts or behavor or thoughts about sef-
providers [see Warnings and Precautions (5.6)]
Worsening of Seizures.
Instruct patients to noty ther healthcare providers if worsening of seizure control
occurs [see Warnings and Precautions (5.11)]

Inform paints that SUBVENITE may cause dazzies, sormoknce, and othe
51 of Centralnervis System deprésson, Accordingy,Instruct them
neither to e a car nor 1o operats other complex machinery untithey have gained
affects ther

mental and/or motor performance.
pre n

Instruct patients to notiy thei healthcare providers  they become pregnant or intend
0 become pregnant during therapy and f they intend to breastfeed or are

breastfeeding an infani

Encourage patents to ol the NARED Pregnancy Regity iy bocome pregran.
This regitry s colecting formation about the safety of AEDS during pregnancy. T

ol patents cancal e tolee number 1:895-233:2334 [ee Use 1 Specc
Popuiatons (5.1).

Inform patients who intend to breastfeed that SUBVENITE & present i breast mik and
v hem o monkor her chd o poteil drse afects o o . Decuss e
benciis and rks of continuing breastfee

Lot Eattagen Conains Prduste et 0l

Instruct women to notey thelr heakncare providers ¥ they pln tostart o stop use of
oral contraceptives or obher femal hormora reparations (ncidig HRT, Starthg

antly decrease
matrigne pasima ks Sleppmg strogen-contaning oralConraceptves
(o increase els [see

ings and Precautons (> 9), Cinical Pharmacology (12.3)]. Also instruct women to
wnmvt\y notify

(eg. bleeding) SUBVENITE
i combinaton with these medcations
Discontinuing SUBVENITE
Instruct patients to contact their heakthcare providers before stopping SUBVENITE for
any reason and to consulk with therr heakthcare providers before resuming SUBVENITE
Aseptic Meningtt
Inform patients that SUBVENITE may cause aseptic meningiti. Instruct them to notify
their heakthcare providers immediately f they develop signs and symptoms of meningtts
such as headache, fever, nausea, vomiting, stiff neck, rash, abnormal sensitivity to light,
myalgia, chills, confusion, o drowsiness whie taking SUBVENITE.
Potential Medication Errc

/oid  medication error of using the wrong drug or formulation, strongly advise
Datients o veushy i 1l profct 1 verty tha ks SUBVENITE, ot wellas the
orrect frmutonof g, each e they f s prescrfptonjsee Dosage
Forms and Strengths (3.1,), How Supplied/Storage and Handing.

©
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MEDICATION GUIDE

SUBVENITE (Sub-VE-nite)

lamotrigine Oral Suspension

MEDICATION GUIDE

SUBVENITE (Sub-VE-nite)

(lamotrigine) oral suspension

What is the most important information | should know about SUBVENITE?

& may cause a serious sk rash that may cause you to be
rospitaiasa or even cause desth. There & no oy o th | 3 il raeh i becomne
more serious. A serious skin rash can happen at any time during your treatment with
SUBVENITE but is more kely to happen within the first 2 to 8 weeks of treatrment.
d teenagers aged between 2 and 17 years have a higher chance of getting

this serious skin rash whie taking SUBVENITE.
The risk of getting a serious skin rash s higher if you:
- take SUBVENITE whie taking valroate vaprox acd o dvaproex sodum

(DEPAKOTE)).
 take 3 gher startng dose of SUBVENITE than your hesthcare providr prescribed.
« increase your dose of SUBVENITE faster than prescribs

Call your healthcare provider right away if you have any of the following:
« askin rash

« blistering or peeling of your skin
« hives
« painful sores in your mouth or around your eyes

‘These symptoms may be the first signs of a serious skin reaction. A heathcare provider
should examine you to decideif you should continue taking SUBVENITE.
2. Other serious reactions, including serious blood problems or liver

roblems. SUBVENITE can also cause other types of allrgic reactions or serious
problems that may affect organs and other parts of your body lie your Iiver or blood
cels. You may or may not have a rash with these types of reactions. Call your heakthcare
provider right away if you have any of these symptoms:

fever

frequent infections
scle pain
swang of your face, eyes. s, ortongue
swollen lymph glands
unisua brijsg o Besding, boking pale
weakness, fatigue
g 0f your skin or the white part of your eyes
trouble waking or seeing
res for the first time or happening more often
pain and/or tenderness in the area towards the top of your stomach (enlarged fiver
andjor spieen)

i patients with known heart problems, the use of SUBVENITE may lead to a fast
heart ekt Calyour skt proveer rght away i you
or pounding he
« feel your heart skip a beat
« have shortness of breath
« have chest pain
o feel ightheaded

4. Like other antiepileptic drugs, SUBVENITE may cause suicidal thoughts
or actions in a very small number of people, about 1 in 500.
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
« attempt to commit suicide
« new or worse depression
Y
« feeing agitated or restless
« pank attacks
« trouble sleeping (insomnia)
= new or worse iritabiity
« acting aggressive, being angry, or violent.
« acting on dangerous impuls
= an extreme increase i activity and taking (mania)
« other unusual changes in behavior or moo

Do not stop SUBVENITE without first talking to a heafthcare provider.

« Stopping SUBVENITE suddenly can cause serious problers.

« Suicidal thoughts or actions can be caused by things other than medicines. If you
have suicidal thoughts or actions, your healthcare provider may check for other

How can 1 watch for early symptoms of suicidal thoughts and actions in
myself or a family
* Pay attenton o any hanges, especialy sudden changes, i mood, behavirs,
oughts,
+ Koty a8 low ks withyour heathcare provider a scheduld.
*+ Callyour heakiare proiderbetween vsts 25 necded, especaly  you are worrid
about symptoms

UBVENITE may cause aseptic meningitis, a serious inflammation of the
Brotective membrane tha covers the bram and spmal cord,

Call your healthcare provider right away if you have any of the following
mptoms:

<

muscle p:
chils
confusion

; unusual senstity o e
« drowsiness

Meningttis has many causes other than SUBVENITE, which your doctor would check for
if you developed meningits whie taking SUBVENITE

SUBVENITE can cause other serous sid effects. For mor piormaton sk your

e o botnars you Ba s rend e acction boow et e

possible side effects of SUBVENITE?"

What is SUBVENITE?

* SUBVENITESS a prescription medicine used:

= together with other medicines to treat certain types of seizures (partiakonset.
Seizures, primary generalzed tonic-clonic seizures, generalzed seizures of Lennox-



Gastaut syndrome) in people aged 2 years and older.
slone when changhng rar 1 other medcne used 0 treat partiakonset sezures in

people aged 16 years an

« 7 Tor the ang torm treatment of bipolr 1 disorder to lengthen the tme between
mood episodes in people who have been treated for mood episodes with other

icine.

« Itis not known if SUBVENITE s safe or effective in people younger than 18 years with
mood episodes such as bipolar disorder or depression.

*+ 1t notknown F SUBVENITE & safeor effectve when used aone as the st
treatment of s

« It mot known f SUBVENITE i safe o effective for people with mood epsodes who,
have not aready been treated with other medicines.

SUBVENITE shouid not be used for acute treatment of manic or mixed mood episodes.
Do not take SUBVENITE:
1 you have had an lergic reaction to Bmtrigineor 1o any of the pgredients in
SUBVENITE. See the end of this leaflet for a complete lst of ingredients
SUBVENITE.

Before taking SUBVENITE, tell your healthcare provider about all of your

health conditions, including if you:
+ havehad  rash or lergc reacton to another antseaure medcr

© have or ave had depressin, mood problems, ar sucdalhoughts or behavir.
*+ havea istory of heart problems or megular eartbeatsor any of your famiy
mbers have any heart problem, including genetic abnormaities.

. have o s amigle ftr tokin SUBVENITE fomotghel
re taking estrogen-contaiing products, nchiding oalcortraceptives (beth control
pmsy or other (su
o Siar o Sty g it Conteo e of Sher Tl hermoral mesice LRl
you have Kok with your heahcare provider. Telyour heathcareprovcer  you
/e any changes in your menstrual pattern such as breakthro
Cromm Trenemeicmes whikyou are takng SUEVENTTE oy s s Sfects
(such as dizziness, lack of coordination, or double vision). Starting these medicines
oy lessen how wel SUBVENITE
* are pregrant orplon o become pregnont s ot ki f SUBMENITE oy nar
ot urborm by vou sekorrts pragnat whistakig SUBVENITE Gk 1o
heakhcare provider about regstering weh the North American Antepleotic g
Pregnancy Registry. You can enrollin this registry by caling 1-888-233-2334. The
purpose of thi registry i to colect iormaton 2bouk the Sarty of et
drugs during pregnar
are beastieeting. SUBVENITE passes nto beast mik and may cause sde effects in
a breastfed baby. If you breastfeed whie taking SUBVENITE, watch your baby closely
fortroubebreathing,episodes o temporarly stopping breating, seepiness, o poor
sucking. Call your baby’s healthcare provider right away i you see any of
ol Tok t your heakhcare provie ambt e bost ey 100 your weby
Vou take SUBVENITE

Tell your heatthcare provider about al the medicines you take, nckdng
prescription and over-the-counter medicines, viamins, and herbal supplements
SUSVENITEand cetan othr mecicines may nteract wkh each ather. This may cause
Serious side effe

he medcines youtke. Keep a st of them 0 show your heakncare provider and
Srermacen when you 0o
How should I take SUBVENITE?
= Take SUBVENITE exactly as prescribed.
« Your healthcare provider may change your dose. Do not change your dose without

taking to your healthcare provider.
Check your medicie to make sure you have reccived SUBVENITE. Tak to your
pharmacst to check that you are given the correct medicine.
JBVENITE may be taken with or wit
The pharmacy should provide you wih an oral dosing syringe or dosing cup that is
needed to correctly measure your dose of SUBVENITE. Do not use 3 household
teaspoon or tablespoon.
Shake SUBVENITE wel before each dose and throw away (discard) any unused
medicine 90 days after frst opening.
D0 not stop taking SUBVENITE without taking to your heakhcare provider. Stopping
SUBVENITE suddeny may cause serious problems. For exampie, i you have epiepsy
and you stop taking SUBVENITE suddeny, you may have seizures that do not stop.
Talk with your healthcare provider about how to 5top SUBVENITE siowly.
If you miss a dose of SUBVENITE, take i as s00n as you remember. If it is aimost
time for yout next dose,skp the missed dose Toke the next dosea your regubr
time. Do not take 2 doses at the
Ifyou take too much SUBVENITE, callyour heatncare provileror Posan e e
1800:222:1222 o g to the neast nospial cmergency roon
You may not feel the ful effect of SUBVENITE for several w
* Myouave eplpsy. telyour heakhcare provder your Sezures get worse or f you
/e any new types of seizures.

What should | avoid while taking SUBVENITE?

Do not drive, operate machinery, or do other dangerous activiies unti you know how
SUBVENITE affects yt

What are the possible side effects of SUBVENITE?
SUBVENITE can cause serious side effects.

“What is the most important information | should know about
Soavener

Common side effects of SUBVENITE includ
« dizziness * sleepiness

o tremor » backpain

o headach * nausea, vomting
o rash + diarrhea

= blurred or double vision + tredness

- fever - insomnia

* lack of coordination » dry mouth

o abdominal pain » stuffy nose

« infections, including seasonal flu + sore throat

‘These are not all the possible side effects of SUBVENITE.
Call your doctor for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

How should | store SUBVENITE?

« Store SUBVENITE at room temperature between 68° to 77°F (20° to 25°C)

« Throw away (discard) any unused medicine 90 days after frst opening the bottle.
Keep SUBVENITE and all medicines out of the reach of children.

General information about the safe and effective use of SUBVENITE.

Mercines are sometmes prescribe for purposes other than thoselsed i  Medicaton
Guide. Do not use SUBVENITE for a condition for which it was not prescribed. Do

Ghe SUBVENITE to ther people, even f hey have the same <ymptorme it you hve. 1
may harm them.

If you take a urine drug screening test, SUBVENITE may make the test result posive for
another drug. If you require a urine drug screening test, tell the healthcare professional
administering the test that you are taking SUBVENITE.

can ask your h macist for information about
SUBVENITE that is written for health professionals.

What are the ingredients in SUBVENITE?
Active ingredient: lamotrigine, USP.

active ingredients: carboxymethylcelulose sodium, cherry flavor, FD&C Red
FESC Yo o dhycern, memyporaben, poheunyins dhcor protylene gheol puficd
water, saccharin sodiur, Sikiied mirochystaline colose, Sodum benzoate, sodum
phosphate dibasic, sorbiol solution, sucralose, xanthan g
Manufactured by:
DPT Laboratories, Ltd

307 € Josephine Street, San Antonio, Tx 78215
Manufactured for:

OWP Pharmaceuticals, Inc., 701 Warrenvile Road, Sue 200, Liske, IL 60532
8082161

OWOSSUBMG0925

For more information, 9o to www.owppharma.com or call 1-800-273-6729.

‘The Medication Guide has been approved by the U.S. Food and Drug Administration
Issued: 09/2025
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