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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS SKIN RASHES
SUBVENITE can cause serious rashes requiring hospkalzation and
discontinuation of treat rashes, which have
nchudod Seovas.Jommaon synirome, o approximaten 0.35 ko 0.0% I

years) wi VENITE 55 acjancive therapy
Vroritwile postmarketing axperionce, rare cases of toxk epderm
necrolysis and/or rash-reiated death have been reporte

pediatric patients, but thei numbers are too few to permit a precise
estimate of the
Other than age, there are as yet o factors Kentified that are known to
r the severky of rash caused by
sunvzmr:. Tera ore sunesmns. yet t
e neressen by (1) camministratio

arproms Gnchuacs valmrek a2 dwalpteas sodion (3 exceeding
the recommendsd nkial dose of SUBVENITE, or (3) excesding the

led dose escalation for SUBVENITE. However, cases have
Gecurred in the absence of these factors.
Nearly allcases of e-threstering rashes c
ccurved within3 to
cases have occurred ateer brolonged treatment (0.0, & monti).
Acc juration of therapy cannot be relied upon as means to
et T pokentiat ik heveicod iy she st appemrance. of & rash.
ARhough benign rashes are siso caused by SUBVENITE, & is not possie
to predict reliably which rashes will prove to be seriol
threatening. Accordingly. SUBVENITE snould ordinarly be. dlscon(hued at
the first si ish, unless the rash s cle: ted.
Diacontiniation of treatment may not prevent & rash from becoming Ne
threstening or permanently disabling or disfiguring [see Warnings and

s (5.0)] -

used by SUBVENITE have
initiation. Howaver, isolated

1 INDICATIONS AND USAGE

1.1 Epilepsy

SUBVENITE s dcated osadncive therapyfo he folowing sezure types i patients
< and older.

¥ Gartonset sezu

~ imary generalzed tonc-clonk (PGTC) setzures

« generaized seizures of Lennox-Gastaut syndrome.

Monotherapy.
SUBVENITE s ndcted for converson to manotherapy n adus (aged 16 years and
okder) with partia-onset seizures who are recelving treatment with carbamazepine
Bhenyioin, phenabarbial primeions, o valroate 25 the sigle antipicptk. drug (AED).
Safety and effectiveness of SUBVENITE have not been established (1) as initial
monotherapy; (2) for conversion to monotherapy from AED other than
carbamazepine, phenytoin, phenobarbital, primidone, or valproate; or (3) for



simuktaneous conversion to monotherapy from 2 or more concomitant AEDs.

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)

n Batint treste for acute oo epsodes Wi standard theray [see ClicalStues
21

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 estabished.

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Considerations.
Rash
There are suggestons, ye o be proven, that the ik o severe potertly e
Urestening rash may be ncreased by (1) cosdmeistration of SUBVENTTE with valproste,
(2 excaeding the racommended mmaldnse oF SUBVENITE o () sxcosd
jose escalation for SUE However, cases have occurred  the
sbsence of these fctors [see Boxed Ierning] Toretore. s moorant ha ihe bsing
mmendations be followed closely.
‘The risk of nonserious rash may be increased when the recommended inital dose
andjor the rate of dose escaation for SUBVENITE & exceeded and in patients with a
Ristory o alergy or rash o other
SUBVENITE Starter Kits
titration schedule for the first 5 weeks of ed upon concomitant
ations,for patients wih cpiepsy e han 2yt o S dsorder
(adults) and are intended to help reduce the potential for rash. The use of SUBVENITE
Startes Kt s recommended fof approprite patknts ho are starting of restartig
SUBVENITE [see How Supplied/Storage and Handing ( 1
1¢ s recommendes that SUBVENITE not b resarted n patiets who discontinued dus to
rash associate arly
ot e ke N v i & e 1 6ot & bt i s Sconinoed
SUBVENITE, the need to restart with the inital dosing recommendations should be
assessed. The greater the interval of time since the previous dose, the greater

recommended that inital dosing recommendations and guideines be folowed. The half-
e of lamotrigine & aff y other concomitant medications [see Clinical
Pharmacology (12.3)]
UBVENITE Added to Drugs Known to Induce or

bolized onjugation, drugs
ha e o to ik or K Gucuroniation ey afect the apparen clarance ot
lamotrigine. Drugs that induce glucuronidation include carbamazepine, phenytor
phenobarbital, primidone, rfampin, estrogen-containing oral contraceptives, and the

and

atients on estro
contabning contraceptives and atszanavkrtonau, see ‘olow and Table 13. For dosing
conslderatons for SUBVENITE i patents o otter drugs known to nduce or nhibk

Ghucuroniation, see Tabks 1, 2. 5.6,
Target Plasma Leveks for Patients with Epiepsy or Bipolar Disorder.

A inerapeutic placma concentraion range has ot been establshed for amotrgine
osing of SUBVENITE should be based on therapeutic response [see Cln
Prrmecoiody (1231

Women Taking Estrogen-Containing Oral C i
Starting SUBVENITE in Women Taking Estrogen-Containing Oral

have been shown to
(123, no ustmarts
to qui e ne

oy oo on T st of seoencomtaiing aralcomuacanten. Thersiore. sose.
escaltion should follw th recommended gudeines for atng sduncive therapy
with SUBVENITE bas: oth (see
T L5 a0 75 5e¢ bdow forsqustments 10 maenance doses o SUBVENITE
women tak\ng estrogen-containing oral contraceptives.

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

(1) Taking Estrogen-Containing Oral Contraceptives:In women not takin
carbamazepine, phenytoi,phenobarbRal,primdone, o ather arugs such a rfampin

Brmotrene gucurontaton (e Drog Ineacons (7. Cinkl Pnarmamlogy 4 12 3
the maintenance dose of SUBVENITE wil in most cases need to be
much a5 240k over the recommenced target mekenance dose il
consistent lamotrigine plasma.
(2) Starting Estrogen-Containing Oral Contraceptives:In women taking a stable dose
of SUBVENITE and not taking carbamazepine, phenytoin, phenobarbital, primidone, or
other drugs suchas rifampin and the protease nhibtors lopinaviirkonayr a

g Interactons (7),

Isee D
Cimeal Pharmaclogy (12,3 , the maintenance dose wil n most i
ot by o i 051018 0 a3 conaerent b e posa kv e
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 mo/day every
Week Dose pureases should ot exced the recommended e (se Tabe 1 and )
increases. Gradual
ot et eases b ol P ek oy ot Ot e waak of pocte
hormonal preparation (pilkfree week), and these increases will be greater if dose.
increases are made i the day beforeor during the week of nactve hormorl
preparatin. Inci leves coud resul
e, Such o desiotne, S a0 ol v rasetns mrEAR
to SUBVENITE consitenty sccur during the T ek doce 2dustments to the
imited to the pikfree
e e ot ot ammendes, For wemmen tting SUBVENITE  adton t
carbamazephne, phenytoln, phenobarbkal prindone, o other drugs such as rfampin
Bmotriae ghicuronidaton [see Orug Interacteons ( 7, Cinical Pharmacology ( 12.31
o adjustmen to the dose of SUBVENITE shoukd be necessary.
(3) Stopping Estrogen-Containing Oral Contraceptives:in women ot taki
carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as rifampin
an nd ind
lematrigine glucuronidation [see Drug Interactions ( 7), Cliical Pharmacology (12.3)],
the maintenance dose of SUBVENITE wil in most cases need to be decreased by as

much as 50% in order to maintain a consistent kmotrigine plasma level. The decrease in
dose of SUBVENITE should not exceed 25% of the total dally dose per week over a 2-
period, unless lev

Cinical Pharmacology ( 12.3)] . In women taking SUBVENITE i addon to
carbamazepine, phenyton, phenabarbRal, prindone, o ather drugs such a rfampi
and

Erveiione docoraniiaton (e Drug Itcacions (- Cinkal rermacabgy {1231
no adjustment to the dose of SUBVENITE shouid be necessary.

Women and Other Hormonal Contraceptive Preparations or Hormone Replacement

The efectof ather preparations or
therapy or of not been evaluated. It
s bean reported increased

motigine o 80 2-fod anl o progasth-onty gl nod no ffect on motrigne pesima
levels. Therefore, adjustments to the dosage of SUBVENITE in the presence of
progestogens aone wil ikely not be needed

B Tai navic/Riton:

does reduce the no
adjustments to the recommended dose-escalation guidelines for SUBVENITE shouid be
necessary solly based on theuse ofstazanavifonaur. Dose escastion shoukd folow
quideines for ntiating with SUBVENITE based on
Concomitant AED of ather concomiant medcatins (see Tabes 1,2, and 2. patents
already taking maintenance doses of ITE and not taking glucuronidation
Ptncors the doce of SUBVENTTE my need 0 be htease 1 dssanawi o
added, or decreased if is discontinued [see Ci (
123)]

‘Patients with Hepatic Impairment
Experence in patens wth hepatc mparment s [mked. Based on  cinkal
pharmacology study in 24 subjects with mild, moderate, ar e iver impairment
{see Use n Specc Popultons  .0). Cinical Pnarmam)oqy (123, the folowig
general -an be made. No d it is needed in patients
i Tl mpatment. ki, escafion, and esenance doses shadd genéral be
rediced by approximately 25% in patents wih moderate and sevee er pafment
ith ascit

without ascites an in patients with severe Iver impairment wi es. Escalation
and mantenance doses may be schusted according o cinkalresponse.
Patients with Renal Impairment

Iniial doses of SUBVENITE should be based on patients' concomitant medications (see

Tables 1 to 3, and 5); reduced maintenance doses may be effective for patients with

san¥icantrenalimpsirment (see Use n Specfc Popultins (.7) ClnkalPharmacobgy
jth severe renal Impairment have been evaluated during chronic

Ceaimbnt with SUBVENTE Bec e hare - et experience n hs

population, SUBVENITE shoukd be used with caution in these patients.

Discontinuation Strateqy.
=:For patintsreceivng SUBVENITE n combination wth other AEDs, &

oo of L AED e ragimen houd b consiere o chonae  aure control

o appearance of woreening of Kherst reacione & sbserved

If a decision is made to discontinue therapy with SUBVENITE, a step-wise reduction of

dose over at least 2 weeks (approximately 50% per week) is recommended unless

Satety Concerms recve  more repia wihdrawa (see Warings and Precautions ( 5.10).

Dsconteuing corbamazesine, pheryton, phenobarbial primidone o other druge such
as rifamy

e Bmorine glcuronaton Shoud brolong i hef e f Gmor e,
discontinuing valproate should shorten the half-ife of lamotrigine.
Siooar Diorderin the controlld ciclrl,there was o ncresse 1 the ncden
e, o severky of adverse reactions folowing abrupt terminaton of SUBVENITE. I the
el dovepmant Bromram 26k i o St ger > ponons xperinced
Seizures shortly after abrupt withdrawal of SUBVENITE. Discontinuation of SUBVENITE
should involve a step-wise reduction of dose over at least 2 weeks (approximately 50%
per week) uniess safety concerns require a more rapid withdrawal (see Warnings and
Precautions (5.10)] .
2.2 Epilepsy-Adjunctive Therapy
i secton provide specc dosng recommendations for ptents oder than 12 years
o 12 years. WRnin eachof these sge groups, specic

oo are provied depending upan ConcomEant ALDH
Cancomiant medkatone (5o TAE 1 for pants oder than 12 yeare and Table 2 for
patients aged 2 to 12 years). A weight-based dosing guide for patients aged 2 to 12
Years on concomitant valproate is provided in Table 3.

Recommended dosing guideines are summarized in Table 1.

In Patients TAKING Valproate
Weeks 1 and 2 25 mg every other day
Weeks 3 and 4 25 mg every day
Week 5 onward to maintenance Increase by 25 to

50 maiday every 1to

Usual 100 to 200 mg/day with valproate alone100 to 400 mg/day with vabmate andother drugs that induce glucuronidation(in 1 or 2 divided doses)

aValproate has been shown to inhibit glucuronidation and decrease the apparent
lorance ofamotrigne see Drug Interactons (), CinkalPhormocobay (12.3)
BDrugs that other than the
e amplapi arubs, mc et ogtn<omaiing ordl comacepies, HHampi,
and and ir. Dosing

and

can be found in (2.1)]
FaRons o iemion and the potease ik lophavrrEonank ahou folow the same
dosing titration/maintenance regimen used with antiepieeptic drugs that induc

(2.1 Drug

Interactions ( 7), Clinical Pharmacology ( 12.3)]
Patients Aged 2 to 12 Years.

Recommended dosing guidelines are summarized in Table 2.

Lower starting doses and slower dose escalations than those used in clinical trias are
recommended because of the suggestion that the risk of rash may be decreased by
lower startng doses and slower dose escaations. Therefore maintenance doses wi
take longer to reach in in clincal trals.

Ponthe 1o achiese an SiGUNed manienance cose, Mantanance doses i patents
weighing less than 30 kg, regardless of age or concomitant AED, may ni

increased as much as 50%, based on cinical response.

Table 1. Escalation Regimen for SUBVENITE in Patients Older than 12 Years with Epilepsy

In Patients NOT TAKING C: Phenytoin,
b, or Valproate 2
25 mg every day

50 mg/day
Increase by 50 mg/day every 1 to 2 weeks

225 to 375 mg/day(in 2 divided doses)

Patients TAKING Carbamazepine, Phenytoln, Phenobarbital, or Primidone
and NOT TAKING Valproate *

mg/day

100 mwuwun % vied doses)
Increase by

100 mo/day every 1 to 2 weeks.

300 to 500 mg/day(in 2 divided doses)



‘The smallst available strength of SUBVENITE is 25 mg, and only whole tablets shouid be
administered. If the calculated dose cannot be achieved using whole tablets, the dose.
should be rounded down to the nearest whole tablet (see How Supplid/Storage and
Handing ( 16) and Medication Guide]

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

In Patients TAKING Valproate * In Patients NOT TAKING Phenytain, Patiants TAKING Carbamazepine, phenytoln, Phenabarbital, or Primidone
b, or Valproate 2 T TAKING Valpro

Weeks 1 and 2 015 mo/kg/day in 1 or 2 divided 03 mafkg/day in 1 orZ dhided 0.6 ma/kg/day n 3 duiied oren,

o the nearesl e r\eavesl o nearest whole tablet

whole tablet tablet
Table 3 for welght based dosing gude)

Weeks 3and 4 0.3 mg/kg/day in 1 or 2 divided 0.6 mg/kg/day in 2 divided doses, 1.2 mg/kg/day in 2 divided doses,

doses, rounded rounded down to the founded down to the

to the nearest nearest whole tablet nearest whole tablet
whole tablet (see

Week 5 onward to maintenance “The dose shoukd be The dose should be increased every 1 to The dose shoukd be ncressed every 1 to
increased every 1to ‘weeks as follows: cakculate s folows: calculate
as folows: 0.6 mg/kg/day, round " alann ound
calculate 0.3 mofkgfday, this amount down to this amount dot
round this amount the nearest whole the nearest whole
down to the nearest tablet, and add this tablet, and add this
‘whole tablet, and amount to the amount to the
add this amount to previously previously
the previously administered daily administered daiy
administered day dose. dose.
dose.
Usual Maintenance 1 to 5 mg/kg/day (maximum 43407.3 ma/kgyday (maximum 300 5 to 15 mg/kg/day (maximum 400
200 mg/day in 1 or 2 mgjday 2 diided mg/day in 2 divided
divided dos es) doses)
1 to 3 mg/kg/day with valproate alone
fay need to be d to be need
increased by as eresse by 2 much increased by as much
much as 50%, based s 50%, based on as 50%, based on
Maintenance dose in patients less than 30 kg on clinical response. Cinkalrespornse clinical response.

Note: Only whole tablets should be used for dosing.
2Vaproste has been shown to bt gicuroniistin and decresse the apparent
clearance of lamotrigine [see Drug Interactions ( 7), Cliical Pharmacology ( 12.3)].

BDrugs that induce lamotrigine gluicuronidation and increase clearance, other than the
specified antiepiptic drugs, include estrogen-containing oral contraceptives, ritampin,
and and Dosing

for and the p

can be found in derations [z (2.)]
Fatients on rfampi and the protease nhbtor opinavTonavr shoud folow the same
dosing ttston/maintnance regimen used wih antiepieptc drugs that

2 orug
Tcractions (7). Cinical Pharmacoogy (12.9).

Table 3. The Initial Weight-Based Dosing Guide for Patients Aged 2 to 12 Years Taking Valproate (Weeks
1 to 4) with Epilepsy.

Give this daily dose, using the most appropriate combination of lamotrigine
If the patient’s weight is and 5-mg tablets

Greater than And less than Weeks 1 and 2 Weeks 3 and 4
6.7kg 1akg 2 mg every other day 2 mg every day
141kg 27kg 2 mg every day 4 mg every day
27.1kg 34kg 4 mg every day 8 mg every day
341kg 40kg 5 mg every day 10 mg every day

The usual maintenance doses Kentfiedn Tabls 1 and 2 re deed rom dosg
‘egimens employed in the placebo-controlled adjunctive trials in which the efficacy
OF SUBVENITE was estabianea. I patints receivng mukdrug regimens employn
carbamazephe, phenytoin, phenobarbtal orprimidone wkhout vaproate mantenance
doses of adunctive SUBVENITE as high as 700 mg/day have been used In patents
Teconing \ai of as high as 200
mg/day have been used: of us in
Tables 110 4 has not been estabished i controted 12t

2.3 Epilepsy-Conversion from Adjunctive Therapy to Monotherapy

The goal of the transition regimen s to attempt to maintain seizure control wh
g the v of sero Toon ssacitad wi e ropi ssho. of SUBVENTE

The recommendeq maintenance dose of SUBVENITE &= monatherapy s 500 moiday
given in 2 divided doss

To auoi an ncreased sk of rash, the ecommended nkialdose and subsequent dose
escalations for SUBVENITE should not be exceeded [see Boxed Warning]

Conversion from Adjunctive Therapy with C: Phenytoin or
Brimidone i SUBVENITE

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

concomtant enzyme-inducing AED should be withdrawn by 20% decrements each week

over a d-week period. The regimen for the withdrawal of the concomitant AED is based
n experience gained in the cantrolled manotherapy clinica

‘The conversion regimen involves the 4 steps outlined i Table 4.

Table 4. Conversion from Adjunctive Therapy with Valproate to Monotherapy with SUBVENITE in Patients Aged 16 Years and Older with Epilepsy

SUBVENITE Valproate
Step 1 Achieve a dose of 200 mgiday according to guidelines in Table 1 Maintain establshed stable dose.
Step 2Maintain at 200 mo/day. Decrease dose by decrements no greater than 500 mg/day/week to 500 mg/day and then maintain for 1 week.
Step 3increase to 300 m/day and maintain for 1 week. Simutaneous!
250 maiday and maintain for 1 week.
Step dIncrease by 100 mg/day every week to 500 mo/day. Disconti
Conyersion from Adiunctive Therapy with Antiepleptic Drugs other than Carbamazepine.
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.

2.4 Bipolar Disorder

The goalof mabienanc issment uth SURVENTTE & by the ot accurence of
mood episodes (depression, man inia, mixed episodes) in patients treated for
e ooy des e andard hesapy (e macaions ond Unge (1.2

Patients taking SUBVENITE for more than 16 weeks should be periodically 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,
hch decreases the apparent clearance of amotrigne, and 400 mg/day n ptients not
taking vaproste and takig ekhe carbamzeph, phenytoin, phenobarbAal, priricone,
e s Suen 5 T g he proteast Ao o EonanE g
Increase the apparent clearance of AMot e nthe cHncal i, d0ses up £0 400
mgiday as monotherapy were evaluated; however, no addtional benefit was seen at 400
ay compared wih 200 mjday[see ClnicalStucles (14 Accordingy, doses
above 200 mgiday are not recommend

Treament wih SUBVENTTE s mlrnduced, basedan concurent mediations, acording
e outined n Table 5. If other psychotropic medicatins are withdra

following stabization, the dose of SUBVENITE shoue be adjusted. In patents

discontiuing valproate, the dose of SUBVENITE should be doubled over a 2-week period

sl weekly ncrements 56e Tabk 8 In patnts dscontinung carbamazepme,

phenytoin, phenabarbtal, primidone, or other drugs such as rfampin and the protease

nhibitors

ghcuronato, thedose of SUBVENTE hout remancostat o the st week and

hen shoud be decrezsed a 2-week perod in equal weekly decrements (see
e ) T doseof SUBVENITE may tnen b s bOsked to i trges st 300

oo ity mivores

If other drugs are subsequentl introduced, the dose of SUBVENITE may need to be
justed. In particular, the ntroduction of valproate requires reduction i the dose of

SUBVENITE [see Drug interactions ( 7), Cinical Pharmacology ( 12.3)].

To avoid an increased risk of rash, the recommended ntial dose and subsequent dose.

eScalatons of SUBVENITE shouk not be exceaced (se¢ Boxed warning]

Table 5. Escalation Regimen for SUBVENITE in Adults with Bipolar Disorder

In Patients TAKING Valproate n Patients NOT TAKING C: Phenytoin, Patients TAKING Carbamazepine, Phenytoin, Phenobarbital, or Primidone
a 5, or Valproate * band NOT TAKING Valproate 2

Weeks 1 and 225 mg every other day 25 mg daiy 50 mg dail

Weeks 3 and 425 mg daiy 50 mg daly 100 mg day, in divided doses

Weeks. 50 mg dally 100 mg daiy 200 mg day, in divided doses

Week 6 100 mg daiy 200 mg daiy 300 mg daly, in divided doses

Week 7 100 mg daiy 200 mg daly Up to 400 mg daly, in divided doses

2Yaproste has been shown to it gcuronidation and decresse the apparent
clearance of lamotrigine [see Drug Interactions ( 7), Clinical Pharmacology ( 12.3)].

EDrugs that induce lamotrigine glucuronidation and increase clearance, other than the
speciied antiepiptic drugs, include estrogen-containing oral contraceptives, ritampin,
and and Dosing

for and the p
can be found in derations [z (2.1)]
Fatients on rfompi and theprotease nhbtor opinavronawr shoud folow the same
dosing ttrston/maintnance regimen used wih antepieptc drugs that

[see Dosage 55 orug

e
Ticractions (7). Cinical Pharmacoogy (12.9).

Table 6. Dosage Adjustments to SUBVENITE in Aduts with Bipolar Disorder Following Discontinuation of Psychotropic Medications

Discontinuation of Psychotropic Drugs (excluding Valproate After of C: Phenytoin, or Primidone
2,Carbamazepine, Phenytoin, Phenobarbital, or Primidone b)  After Discontinuation of Valproate b
Current Dose of Lamotrigine (mg/day)100 Current Dose of Lamotrigine (mg/day)400
Week 1 Maintain current dose of SUBVENITE 150 400
Week 2 Maintain current dose of SUBVENITE 200 300
Week 3 onward Maintain current dose of SUBVENITE 200 200

avalproate has been shown to inhibit glucuronidation and decrease the apparent
learance o motrigne [see Drug nteractions  7), Cncal Pharmacology (12.9)]
BDrugs t and other than the
<ot rtepteptic ruge, e estogen-contomig orel Comracepes rlampi,
aha and Dosing

' e
can be found in i (2.0)].
FaRon oo ne protente ko lopavirtorant vou Tolow f some
doshg trston/maltenance regimen used wih antiplept arugs that hduce

and [see Dosage (2.1), Drug
Perackins (7 CincasPmarmacoosy (15,91

3 DOSAGE FORMS AND STRENGTHS.

3.1 Tablets
28 mg, Whie o off white round shape, it face beveld edge, uncoated tablets
debossed with "2L" on one side and break ine on other

100 mg, White to off white, round shape, flat face beveled edge, uncoated tablets.
debossed with "10LA" on one side and break ine o other side.

0 g, Whte o offwhie, round shape, flat face bevsed edge, uncosted tablts
Gbosid i 5L an ane-site and piask Ins o ather 5
200 mg, White to off white, round shape, flat face beveled edge, uncoated tablets
ebossed with "20LA" on one side and break e on other side.

4 CONTRAINDICATIONS
SUBVENITE is in patients who (eg.
rash, angioede: to the drug or
S aredlents [se¢ Boxead Warning, Warnigs and Precautons (5.3, 5.3

5 WARNINGS AND PRECAUTIONS.

5.1 Serious Skin Rashes [see Boxed Warning]
Pediatric Population

The incidence of serious rash associated with hospitazation and discontinuation of
SUBVENITE in a prospectively folowed cohort of pediatric patients (aged 2 to 17 years)
s approximately 0.3% to 0.8%. One rash-related death was reported in a prospectively
folowed cohort of 1,983 pedatric patients (aged 2 to 16 years) with eplepsy

taking SUBVENITE a5 adjunctive therapy. Additionaly, there have been rare cases of



{oxkc epemal necross wih and whout prmanentsequelae andor death i U5
and fwem postmarketing experk
evidence that the inclusion of va\pmate in  mutidrug regimen increases the risk
of serious, potentialy We-threatening rash n pediatrcpatients. n pediatri patnts who
used valproate concomitanty for epiepsy, 1.2% (6 of 482) experienced a serious rash
Compared wth 0.6% (6 of 952) patents hot taking vaproate.
‘Aduk Popuiation
Serousrash associated it hosptazaton and discontinuation of SUBVENITE occurred
n 0.3% (11 of 3,348) of adult patients who received SUBVENITE in premarketing clnical
1 ofepiepy: I the bipola and ihermood dsolders il i th rate o
serious rash was 0.08% (1 of 1,233) of adul patients who received SUBVENITE as intial
Tronoiherapy and 0-3% (o 1.558) o 0L ponts who receed SUBVENIT a5
ot herspy. No fataies occred among those ccuas, Houewer,
workdwide postmarketing ex ases of rash-reated death have been
eported, ut ther numbers are 0o few to permi a recise estimate of e rate
Among the rashes leading to hospitaization were StevensJohnson syndrome, toxic
pidermal necrolysis, angloedema, and those associated with multorgan hypersensitivty
Isee Warnings and Precautions (5.3
There s evidencethat the ncusion of valroate in 2 muRidrug regimen ncreases he sk
of serious, potentily ife-threatening rash in aduls. Specifcaly, of 584 p
Samitere SUBVENITE i vaproats n epiopsy Cencal i, & 19) vere nospraizea
association with rash; n contrast, 4 (0.16%) of 2,398 cinical tialpatients and
volunteers adminitered SUBVENITE in the absence of valproate were hosptalzed.
Alergy or Rash to Other Antiepleptic Drug:
The risk of nonserious rash may be increased when the recommended inial dose
andlor the rate of dose escalation for SUBVENITE & exceeded and in patients with a
history of alergy or rash to other

5.2 Hemophagocytic Lymphohistiocytosis

Hemophagocytic lymphohistiocytosis (HLH) has occurred in pedatric and adul patients

taking SUBVENITE for various indications. HLH is a ife-threatening syndrome of

pathologic immune activation characterized by cnical signs and symptoms of extreme

system nflmmation.t & asoclted weh g mortaty ates ot recognized ey

and treated. Common findings nclude fever, hepatosplenomegaly,

Smphadenopathy. neum\oqt( symvtoms cytopenias, high serum faritn,
ties. In cases of HLH

oo i SUBVENTTE:patints e prcsentes whh Sane of syetami nermmation

{fever,rash hepatosplenomesaly, and organ system dysfuncton) and bood dyscrasis

Sympioms have been reported t occur Wk 8 to 24 days folowng the ntiton of

westment. Pat of patnolog

e cvalated mimodotey, and 4 daghoss of HLH shoul be consir
SUBVENITE <hould be Akcontemiad 1 an atate dtbiogy 11 the Sgns or symptoms
cannot be establshed.

5.3 Multiorgan Hypersensitivity Reactions and Organ Failure

Hukiorgan hypersenivey reactons, o known 35 drug rescon wh eosnophla and
symptoms (DRESS), have occurred with SUBVENITE. Some have been fatal or

mem.eazenmg ORESS tpcaly, akhough na excusiey, presents wih fever, ash,

and/or lymphadenopathy in association wih other organ system involvement, such as

e ephekD, amatlogk AmmarmaKies, PyOvIdKS. of myosts someiines

resembing an acufe il nfecton Eosinopha s often present. Thisdiorder s variabe

its expression, and other organ systems not noted here may be invo

Ftaltes associted wih acute mRorgan falure and various degrees of nepatcfakure

have been reported in 2 of 3,796 aduk patients and 4 of 2,435 pedatric patnts who

Teceived SUBVENITE n epiepey clnial . Rare atakie from mutorgan e nove

also been reported in postmarketing u

Isolated fiver faiire without rash or involvement of other organs has also been reported

with SUBVENITE.

Itis important to note that early manffestations of hypersenstivty (€., fever,

ymphadenopathy) may be present even though a rash is not evident. If such signs

present, e patent should b evakated mmediatey. SUBVENITE shoukt
be discontinued if an akernative etiology for the signs or symptoms cannot be
tabished.

Prior to iniiation of treatment with SUBVENITE, the patient should be instructed that a
rash or other signs or symptoms of hypersensitvity (e.g., fever, lymphadenopathy) may
herald a serious medical event and that the patient shouid report any such occurrence
to a heathcare provider immediately.

5.4 Cardiac Rhythm and Conduction Abnormalities

I o testing showed that SUBVENITE extits Cass 18 antiarrythimc acty at
2.2)]. Based on
nese in viro fndngs, SUBVENITE coul sow ventrcuiar Candution tailen GRS) and
hich can lead patients with clnicaly
Fmportant struceuralor unctional heart disease (Le., patents wkh heart fakure, vauar
heart dsease, congentalheart iease, conduction system desso, ventrcubr
prrhythmias, cardiac channslopaties (e, Brugads syndrome), clnicaly important
Jschemic hert diease,or mutine Tk fatiors for Coronary atery dseasel, ANy
pected o observed beneft of SUBVENITE nan ncviual patent weh cnmcaw

e Torsarbus rehothss ol et or that paint. Concomiont vocof cther
Isodium channel blockers may further increase the risk of proarrhythmia.

5.5 Blood Dyscrasias

ave been reports of blood dyscrasias that may or may not be sssocited wih
mutiorgan hypersensttiviy (aiso known as DRESS) [ see Warnings and Prec:

(5.3)]. These have included neutropenia, leukopenia, aneria, (hmmbocylover\s,
pancytopenia, and, rarely, aplastic anemia and pure red cel aplasi

5.6 Suicidal Behavior and Ideation

AEDS, including SUBVENITE, increase the risk of suiidal thoughts or behavior in patients
taking these drugs for any indication. Patients treated with any AED for any indication
should be montored for the emergence or worsening of depression, sucidal thoughts
or behavior, and/or any unusual changes in mood or behavior.

ooled analyses of 199 placebo-controlled clinical tials (monotherapy and adjunctive
therapy) of 11 different AEDS showed that patients randomized to 1 of the AEDs had
approximatey e the rk (adusted Reitive Rk 16, 95% 1112, 2.7) of sulcidal
tniking or behavior compared wkh patents fandorized to pcebo. I these rak,
Jich had  melan tresment duraton of 12 weeks,the estimated cklence of sicca
behavor or deaton among 27,863 AED- reated patents was 0.43%, compared whi
S i 16,025 pocobo irented patent. (opresenting an crssse o

approximatel 1 case of sucidal hinking o behavior for every 530 patients treated.

suicides in drug-treated patients in the trials and none in placebo-treated
acents, bt e b of im0 ol i slow any concusia About g eect
on suicide.

‘The increased risk of suicidal thoughts or behavior with AEDS was observed as early as
1 week after starting treatment with AEDs and persisted for the duration of treatment
assessed, Because Most ik Nchided i the analyss i ot extend beyond 24 weeks,

the risk of suicidal thoughts or behavior beyond 24 weeks coukd not be assessed.

The sk of sucidal thoughts or behavr was generaly constent among drugs nthe
data analyzed. Tne fiding of ncreased rsk wih AEDS of varying mechanism of act
and atTods a range of nekations suggests tha the sk apples 1o a AEDs usetlfor
caion. T FSK 06 not vary SubStanCab by 806 (55 100 sears) i he cnel s
analyzed

Table 7 shows absolute and reltive risk by indication for al evaluated AEDs

Table 7. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Events per 1,000 Patients with Events per 1,000 Patients Relative Risk: Incidence of Events in Drug Patients/Incidence in Placebo Patients Risk Difference: Additional Drug Patients with Events per 1,000 Patients
Epilepsy 10 34 35 24
Psychiatric 57 85 15 29
Other 10 18 19 09
Total 24 43 18 19

 relative risk for suicidal thoughts or behavior was higher in ciincal trals for epilepsy
than in cliical trials for psychiatric or other conditions, but the absolute risk differences.
were similr for the eplepsy and psychiatric indications.

Anyone considering prescribing SUBVENITE or any other AED must balance the risk of
suidalthoughts f behavir wih the sk o unrested nes. Eplesy and many other
nesses or EDs are prescribed are themselves associated with morbidity an
ity and an increased rk of suckdal houghts and behavir, Shouk suickal
maugnvs and behavior emerge during treatment, the prescriber needs to consider
er the emergence of these ymeptoms In any Gen pationt may be rabted to the
e beng

Patients, their caregivers, and familes should be informed that AEDs increase the risk of
suicidal thoughts and behavior and should be advised of the need to be alert for the

nce or worsening of the signs and symptoms of depression, any unusual
changes in mood or behavior, the emergence of suicidal thoughts or suicidal behavior,
or thoughts about self-harm. Behaviors of concern should be reported immediately to
heakhcare providers.

5.7 Aseptic Meningitis
‘Therapy with SUBVENITE increases the risk of developing aseptic meningtis. Because of

the potential for serious outcomes of untreated meningits due to other causes, patients
hould also be evaluated for other causes of meningtis and treated as appropriate.

Postmarketing cases of aseptc meinglishave been reported n pedtric and adult

patients taking SUBVENITE for various indications. Symptoms upon presentation have

rckaded headache, fove, nauses, vomIGng, and ruchal iRy, Rash, Bhotophobi,

g, chl, akered conscusnes, and smnolence were o noted 1 some cases

or occur within 1 day to one and a half months folowing

e o o Hsmant oSt cosen, symptores were reporta v 16soNG aner
continuation of SUBVENITE. Re-exposure resulted i a rapd return of symy

(ffom wiin 30 minutes to 1 day folowing reiaton of etment) hat were. frequem\y

more severe. Some of the patients treated with SUBVENITE who developed as

meningkis had underlving aanoses of SyStemic lupus erythematoss or other

autoimmune dis
Cerebrospinal i (CSF) anayzed a the time of ciniclpresentaton  reported cases
was characterized by a mid to moderate pleacytosis, normal glucose levels, and mid to

moderate ncrease  protein. CSF wite blood cel court trentas show
predominance of neutrophis in a majority of the cases, athough a predominance of
Do es we reporton n Broxsmetel one i 1 he < sees Some patin 250
i new onset of s and symotoms of nuokement o other organs (predomianty
hepatic and renal involvement), which may suggest that in thes
G observed was port 6 &y oeneity rescton oce Warmngs i
Precautions (5.3)]
5.8 Potential Medication Errors
Mecdkaton ertors nvoking SUBVENITE have occurred. n patcar,the

name SUBVENITE can be confused with the names of other commont
medicatons. Medicaton srrors may aso occur between the dferent Tormuiations of
SUBVENITE. To reduce the potential of medication errors, write and say lamotrigine.
Gl Depictns of 6 SUEVENITE ton b found 1 he Medaon Culle tro

5 the product to highight the distinctive markings, colors, and shapes that

formulation, patients should be strongly advised to visualy inspect thefr tablets to verify
that they are SUBVENITE, as wel as the correct formulation of SUBVENITE, each time
they fil their prescription.
5.9 Concomitant Use with Oral Contraceptives
have been shown

(123)]

of ci
b necessary i ot bt who stat o stop estragen-cortaning ora

contraceptives whie taking SUBVENITE [see Dosage and Administration (2.1)] . During
the week of reparation of .

plasma lamotrigine levels are expected o rise, as much as doubling at the end of the
week. Adverse reactions consistent with elevated levels of lamotrigine, such as.
dizziness, ataxia, and diplopia, could occur.

5.10 Withdrawal Seizures

s wikhother AEDs, SUBVENIT should nt be brupty dicontinued. n patents wih
epiepsy there i a possibiiy of Increasing seizure frequency. In cincal tras in ad

1 biolrdiorder, 2 patents expernced sezures shoryafter Sorupt hdraualof
SUBVENITE. Unless Safety concerns require a more rapid wihdrawal,

ST SUBVENITE Shoulbe aperedover s b of o Roct 3 wecks (approxmately 50%
reduction per week) [see Dosage and Administration ( 2.1)1

5.11 Status Epilepticus
Vald estimats o th ncdence f trestment-emergent staus epleptius among
R SUBVENITE are dfcut o obtain because reporters partcatig in
el ik 56 not ol employ clentea e for den nfyng cases At minimum
3 sk phants e tht Couklanequnoaly ve seserted o8 Statss
chlepticus. In addiion, a number of reports of variaby defined epsodes of sezure
exacerbation (e.g., seizure clusters, seizure flurries) were made.

5.12 Sudden Unexplained Death in Epilepsy (SUDEP)
Durhg thepremarketng development of SUBVENITE 20 sudden and unexpiined

ieaths were ong 2 cohort of 4,700 patients with epiepsy (5,747 patient-
jresi it



Someof these coud represent sizurereted deaths n whichthe seizure was not
obs Thi represents an incidence of 00035 desths pr pattcyear.
e i o e that expected m 5 heaty pOpUIon atcHia 1o 966 ond
sex, it 5 within the range of estimates for the incidence of sudden unexpiained death in
epiépsy (SUDEP) in patients not receiving SUBVENITE (ranging from 0.0005 f

ral population of patients with eplepsy, to 0.004 for a recently studied clinical tral
population simiar to that in the cinical development program for SUBVENITE, to 0.005
for patients with refractory epilepsy). Consequently, whether these figures are
reassuring or suggest concern depends o the comparabilty of the populations.
reported upon with the cohort receiving SUBVENITE and the accuracy of the estimates
proveed. Prabably mostresssuring  the slartyof estimted SUDEP rates n patents
recelving SUBVENITE and those recening other AEDs, chamicaly undlted to
Oiner e nderwent inca vt n <rol popuEons. T evence sugoes,

aRhaigh k certainy does not prove, tha the hgh SUDEP rate reflec popuaton rtes,
adrug effe

5.13 Addition of SUBVENITE to a Multidrug Regimen that Includes Valproate
Because vaprotereduces th ceorance of SUBVENITE, he dosageofaotrigne
presence of valproate i kess than haf of that required in ts absence [see Dosage
nchdmmsrston (35.3.5,3:9. by imersons (7]
5.14 Binding in the Eye and Other Melanin-Containing Tissues
Because lamotrigine binds to melani, it coukd accumulate n melaninich tissues over
time. This raises the possibity that motrigine may cause toxicty n these tssues after
tendeduse though ophaimlogalesting was prtormed n 1 cotrled cincl
tril, the testing was nadequate fo exclud fects or ijury occurring after ong-
term exposure. Moreover, (he capamy ai avaﬂab\e lesvs to detect. Do(eﬂ[\alh/ advevse
uences, if any, of lamotrigine's binding to melanin is unknown [see Clinical
Pharmacobgy (122)]
Accordingly, athough there are no speciic recommendations for periodic
ophthamological monitoring, prescribers shoukl be aware of the poss by of long-term
ophthamologic effects

5.15 Laboratory Tests
Ealse-Positive Drug Test Resuits.

Lamarine e been eported o nterfere i the assay used n ome rpid e drug

screens, wi P).
A ore Specic analytical method Shoul b wsed to confrm a poske resul.

‘Plasma Concentrations of Lamotrigine

The vaba of morikorig plsia concentrations of e n patents trested

4k SUBVENITE hs not been estabished. Because ofthe pssile pharmacalinetic
naractions between mowghe and oine drugs, nclding AEDS (<ee Tobl 13,
mentorng of e plsmo leves o bmotrigne ond concorsont s may be indicated,
particularly durk eral, exercised
eoraig monkorng o e ek o oot G i e 0rage e wieihes o not
dosage adustments are necessary.

6 ADVERSE REACTIONS

The following serious adverse reactions are described in more detai in the Warnings and

Precautionssection of the labeling:

 Seious i Rashes [ Warnngsand Precautons (5.1

. L ecautions (5.2)

kg S enSEnsty Reschins nd Organ Fokre oce Wornngs g

Precautions ( 5.3)]

Cardac Ryt and Conducton Aonormakle see Warnings and Precautons (5.4)
rasias [see Warnings and Precautions ( 5.5)]

Skl benaor and auonsee Wornings and recautions (5.

Aseptic Meningtis [see Warnings and Precautions (5.7)]

Withdrawal Seizures see Warnings and Precautions ( 5.10)]

Status Epiepticus see War

0
rnings and Precautions ( 5.11)]
Sudden Unexplained Death in Epllepsy [see Warnings and Precautions ( 5.12)]

6.1 Clinical Trial Experience
Because cincalti re conducted underwide varyg condions, aduerse rescton

chinical triais of a drug cannot be directly compared with rates
e ot of amothés g o oy not veRec e o abeeeea I recece,
Eniepsy.
Most Common Adverse Reactions in Al Clinical Trials: Adjunctive Therapy in Adults with
Eplepsy.The most commonly observe (=5% for SUBVENITE and more carmon on
drug tran p e reocons seen i ascocaton wih SUBVENTTE durg
Sehoncive herapy frequency a
e paite e s, o sommaincn hasdncne mphma, murred Hoon,
nausea, vomiing, and rash Diziness, dplopa ataxi, blrred v, :
Vormiing were Gose relied. Dizziness, dplopia ataxa, and blared vison occurted more
commonly n paients receting Carbamazepne wih SUBVENITE than i patents
receiving o ENITE. Clinical data suggest a cidence of rash,
neng o e ot TG oot vapranse ran b patents ot

‘eceiving valproate [see Warnings and Precautions ( 5.1)].
prnx\mal&\y 11% of the 3,378 adult patients who received SUBVENITE as adjunctive
therapy i premarketing clnicaltrias discontiued treatrent because o an adverse
ith w

T Glos aesiness (3 3% nescmne 3 55

adults, the rate of UBVENITE for
e, op, BTed veion, oovSE ad vormeing wes Ga56 reed

notherapy in Adults with Epilepsy:The most commonly observed (=5%
for SUBVENITE and more common on drug than placebo) aderse reactions seef
ociation wi the 456 of SUBVENITE dur ng the monotherapy phase of the controled
trial in adults not seen at an equivalent rate i the control group were vomiting,
coordnation abrormaky, dyspepsia nauses, dizz
infection, pain, wej chest ‘most common
observed (=5% for suavsws ' and more common on rug than placebo) adverse
reactions associ s use of SUBVENITE curing the con monoth
{20c-or) period ot seen at ah equvlent frequency amang low:dose vaproste-treated
patents, werediziness headche, nauses, athenia coordnaton sbrormalty,
i, rash,somnolence, dpbopk tex, sccklental iy, remar, blared vion,
ptimic it et i

Approximtely 10% of the 420 scu patients who receied SUBVENITE 35 monotherapy
inpremarketincinicaltria dcontinued trestment b adverse reaction,
The adverse rexctons Mast commany associted waih dscontinuaton were rash
{4.5%) headache (3.1%), and astheria (2.4%)

Adunctive Thrapy in Pedtrcpatints weh Epiepsy T most commanly abserved
(25% for SUBVENITE a 9 then piacebo)
i aesochiion whh the ke of SUBVENITE 35 St asment pedatic pmm
20602 6 16 years and not seen at an cquivaent rate. i the control group w

fecton, voraing, rash. fever. somnolence. accidental miry, desieas, carrh

Godomina pan, nausea, ataxs, e, asthena, ronchs, i synarame, and dplopa
In 339 patients aged 2 to 16 years with partiakonset seizures or generalized seizures of
Lennox-Gastaut syndrome, 4.2% of patients on lamotrigine and 2.9% of patients on
placebo discontinued due to adverse reacti ommonly reported adverse
reaction that led to discontinuation of lamotrigine was rash.
Approximatel LL5% of the 1,081 peditrc potints aged 2 o 16 yeu

eved SUBVENITE as adunctve therapy inpremarketng clnal Yok decontiued
eatment because of an stherse reaction, The aduerse réactions most commorly
associated with discontinuation were rash (4.4%), reaction aggravated (1.7%), and
Stori (0.6%)

ical lists
o occurte sk poents e eptapey trested s SUBVENITE i Pl

controled rk. 1 these i, ftr SUBVENITEor piacebo was dded to T patnts
current AED therap:

Table 8. Adverse Reactions in Pooled, Placebo-Controlied Adjunctive Trials in Adult Patients with Epilepsy b

Body System/Adverse ReactionPercent of Patients Receiving Adjunctive SUBVENITE(n = 711)Percent of Patients Receiving Adjunctive Placebo (n

Body as a whole

Headache 29
Flu'syndrome 7
Fever 6
Adominal pain 5
kpan 2
Reacton sogra 2
e cenaaton)
Digestive
Nausea 19
Vomiting 9
Diarrhea 6
Dyspepsia 5
Constipation 4
xia 2
Musculoskeletal
Arthralgia 2
Nervous.
Dizziness 38
Ataxia 2
Somnolen 1
Incoordination 6
Insomnia 6
remor 4
Depression a
ety 4
Convulsion 3
Irritabilty 3
peech disorder 3
Concentration disturbance 2
Respir
Rhintis 1
Pharyngtis 10
ough increased 8
Skin and appendages
sh 10
Pruritus 3
Special senses
iplopia 28
Blurred vision 16
Vion sbrormaty 3
Urogent:
e patents only (n=365)
Dysmenorrhea 7
Vaginits 4
Amenorrhea 2

e oo g vk e e T

incidence than placebo,
o phenytor

in, ph primidone or piacebo. Patients

thus, patents

In a randornized, paralel tral comparing placebo with 300 and 500 ma/day of
SUBVENITE, some of the more common drug-related adverse reactions were dose
related (see Table 9)

Table 9. Adverss Rasctions trrm 2 Remdorized, Placabo-
DG ontroted Adjoncive Tl i Aduks with Epfops

Percent of Patients Experienci

Advan. Reactions

SUBVENITE SUBVENITE
Jdverse Reaction Placebo (n= 73] 300 mg (n =7 00 mg (n = 72)
axia 10 10 28
munea vision 10 11 2501
8 20 4900
Deies 27 31 5430
Nausea 1 18 252
omitin 4 1 180

2Signifcantly greater than placebo group ( P<0.05),
bsignifcantly greater than group receiving SUBVENITE 300 mg (P<0.05).

The overat adverse reacon profie for SUBVENITE was sindr betwoen emaks and
maes and was ndependent of age. Because the argestnon-Caucasian racl ubgroup
was only 6% of patnts xposed to SUBVENITE in pacebocontroled T, there are
ncuffchnt data o support  statement regarding the distrbuton of adverse reschon
r<ports by race Generdly. emalsreceun ethr SUBVENTE 0 aduncive herapy o
cebo were more likely to r ctions than m
Fenction for which the reports on SUBVENITE were = 10% more requent i fermales
les (without a corresponding difference by gender on placebo) was dizziness

(difference = 16.5%). There was itle difference between females and males in the rates
of of SUBVENITE for
Controled Monotherapy il Aduts it Partel Onet Soures Tabe 10 s averse
reactions that occurred epiep:

s SUBVENITE . ol D i efon docorunvatonof ather Esncomiant
carbamazepine or phenytoin not seen at an equivalent frequency in the control group.

Table 10. Adverse Reactions in a Controlled Monotherapy

Body System/Adverse ReactionPercent of Patients Receiving SUBVENITE as Monotherapy (n =

more than 1 category.

Trial in Adult Patients with Partial-Onset Seizures &b

Percent of Patients Receiving Low-Dose Valproate
43) otherapy (n = 44)




Body as a whole
Pain

H o
Infection 5 2
Chest pain 5 2
Digestive
Vomiting il o
Dyspepsia 7 2
Nausea 7 2
Metabolc and nutritional

ease 5 2
Coordination abnormaity 7
Dizziness 7
Anxiety 5
Insomnia 5
Resprtory
Umgemta\ {femalepatents onty)
Dysmenorh

ki patients.
Patents i t phentoin. Patients

e e 2 Peaca e o Dot
€ Up to 500 mg/day.
41,000 mo/day.

Adverse reactions that occurred with a frequency of < 5% and > 2% of patients
receiving SUBVENITE and numerically more frequent than placebo were:
Body as a Whole:Asthenia, fever.

Digestive:Anorexia, dry mouth, rectal hemorrhage, peptic uicer.

Metabolic and Nutritiona: Peﬂ:hera\ edema,

us System:Amnesia, ataxia, hypesthesia, lbido increase, decreased
e e varewans mysiagme, vl s de et
Respiratory:Epistaxis, bronchits, dyspnea.
Skin and Appendages:Contact dermatis, dry skin, sweating
Special Senses:Vision abnormaity.

incidence in Controlled Adjunctive Trials in Pediatric Patients with Epilepsy:Table.
13 Jts sdverse reactons tra occurred n 339 pedri patnts wih patonset
seizures or of Ler elved SUBVENITE
up to 15 ma/kg/day or a maximum of 750 ma/day.

Table 11, 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)

Infection 20 17
ever 15 14
Accidentalinjury 1 12
\bdominal pain 10 H
Asthenia 8 a
Flu syndrome 7 6
pain 5 4
Facil edema 2 1
Photosensitivty 2 o
Cardiovascular
Hemorrhage 2 1
Digestive
Vomiting 20 16
Diarrhea 1 9
ausea. 10 2
Constipation 4 2
Dyspepsia 2 1
Hemic and lymphatic
Lymphadenopathy 2 1
Metabolc and nutritional
Edema 2 0
Nervous system
Somnolence 17 15
Dizziness 14 4
Ataxia 1 3
Tremor 10 1
Emotional labiy 4 2
Gait abnormaity 4 2
Thinking zbnovmahly 3 2
Convus) 2 1
Nervousness 2 1
Vertigo 2 1
Respiratory
Pharyngitis 14 1
Bronchitis 7 5
Increased cough 7 6
Sinusitis 2 1
Bronchospasm 2 1
skin
Rash 14 12
Eczema 2 1
Pruritus 2 1
Special senses
Diplopia 5 1
Blurred vision a 1
Visual abnormaity 2 o
Urogenital
Male and female patients
Urinary tract infection 3 0
a » ” patents incidence than placebo,

Bioolar Disorder in Aduts
o5t common adverse reactions seen in association with the use of SUBVENITE as

incuded i Table 12 Adverseresctos that occurred i at st 5% of patierts and were
numericaly more frequent during the dose-escalation phase of S

e (whon patRnts ey have besn racaing concombant medatond) compared i
the monotherapy phase were: headache (25%), rash (11%), dizziness (10%, diarrhea
(8%), dream abnormaty (6%), and pruritus (6%

During

the iy phase of trials of 18
months’ duration, 13% of 227 patients who received SUBVENITE (100 to 400 mg/day),
16% o 190 paints who receved placebo, and 23% of 166 patints who recehed
lithium discontinued therapy because of an adverse reaction. The adverse reactions that
most commonly e to discontiustion of SUBVENITE were rah (3%) and

ood 2%).

16% of 2,401
Batents who receved SUBVENITE 150 0 200 Moy for bpolr dscrder
premarketing triais discontinued therapy because of an adverse reaction,

Commonl cie to ash (35 and manamypomani/mixea mood adverse reactons (2%).
‘The overall adverse reaction profie for SUBVENITE was simiar between females and
s, between eiderly and nonelderly patients, and among racial groups.
Table 12. Adverse Reactions in 2 Placebo-Controlled Trials in Adult Patients with Bipolar | Disorder 2
Body System/Adverse ReactionPercent of Patients Receiving SUBVENITE(n = 227)Percent of Patients Receiving Placebo (n
General

190)

Back pain 6
Fatigue 5
Abdominal pain 3

Digestive
Nausea 1
Constipation 2
Vomiting 2

Nervous System
Insom’ 10 6
Somnolenc 9 7
Kerostom dry mouth) 6 4

Resprstory
Rhin 7 4
Exa:erbatmn of cough 5 3
Jhan 5 4
SRash (nonserious) 7 H

“Adverse reactions that occurred in at least 5% of patients treated with SUBVENITE and
at a greater incidence than placebo.
batients in these trials were converted to SUBVENITE (100 to 400 mg/day) or placebo
erapy from add-on therapy with other psychotropic medications. Patients may
have reported multpl adverse reactans durng the ria thus, patints may be ichided

i the overal bpoir and other mood dorders cinicl i, the rate of serous rash
was 0.08% (1 o 1,233)of aduk patients who receied SUBVENITE 3

onoinerapy nd 0 13% (3 o 1:338) of st patinss e receves SUBVENITE as
Sehancive therapy fsce Warnings and Precatons (5.1

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.

Adverse reactions that occurred with a frequency of < 5% and > 1% of patients
receiving SUBVENITE and numerically more frequent than placebo were:

GeneralFever, neck pain.

Cardiovascular:Migraine.

Digestive:Flatulence

Metabolic and Nutritiona Weight gain, edema.

MusculoskeletatArthralgia, myalgi.

NervousSystem:Amnesia, depression, agkaton, emotonal aity, dysprax(a, abrormal
thoughts, dream abnormaity, hypoest

Respiratory:Sinusitis.
UrogenitalUrinary frequency.

the 2 | traks,
there was no increase in the incidence, severiy, or type of adverse reactions in patients
with bipolar disorder after abruptly terminating therapy with SUBVENITE. In the clinical
development program in adults with bipolar Gisorder, 2 patients experienced seizure
shortly after abrupt withdrawal of SUBVENITE [see Warnings and Precautions ( 5.10)]

clinical trals
i bipolar | disorder in which adults were converted to monotherapy with SUBVENITE
(1000 400 mgiday) from oher psychotropi medcations and flowed for up to 18
months, the rates of manic or hypomanic or mixed mood episodes reported as adverse
Teeis wera 55 Tor paients b cstea with SUBVENTTE (n = 3373 45 fr potomte
treated wih ihium (n = 166).and 7% for patentstreted wh placebo (n = 190).nof

ipolar controlled trials combined, adverse reactions of mania (including hypomania and
T oo oblodes) werd eporid i 3% of paintsveated wih SUBVENITE (1 =
956), 3% of patients treated with Ithium ( 4% of patients treated with
placebo (n = 803)

6.2 Other Adverse Adverse Reactions Observed in All Clinical Trials.
SUBVENITE has been administered to 6,694 individuals for whom complete adverse
reactin data was captured during af cnical 7k, anl some of which were pbcebo
Comtrolld, Durkn these ks, all verse fecBons were recorde by the

et AR et O ek s <heasin. T provis a meaninfolstimate
of theproportion of ndiilus havng sdverse reactons, simisr

reactions were grouped into a smaler number of standardized categories using modified
COSTART dictionary (ermmo\oqy ‘The frequencies presented represent the proportion of
the 6,694 individuals exposed to SUBVENITE who experienced an event of the type cited

on at least 1 occasion whie receiving SUBVENITE. Al reported adverse reactons are.
included except those already listed n the previous tables or elsewhere in the labeling,
and

of the drug,

Adversereactions are urther ciassfied wkhibody system categoriesand enumerated
in order of decreasing frequency using the following definitions: frequentadverse
reactions are defined 3 those occurrng nat et /100 patients; ireduentadverse
reactions are those occurring in 1/100 to 1/1,000 patients; rareadverse reactions are
those oCcurming n fewer than 111,000 patints,

‘Body as a Whole

Infrequent:Alkrgic reaction, chill, malaise.
Cardiovasculer System

lashes, hypert palpitations,
syncope, tachycardia, vasodiiation.

Dermatological
IntrguentAcre aopecia.Hesutom, macuopapulr rosh ki decoloraton, urtkaria

adorma Tukiorme eryehema, DochilTan, poskaDr raon, Stevent epnaon.



syndrome, vesiculobulous rash.
Digestive System

Infrequent:Dysphagia, eructation, gastris, gingivits, increased appetie, increased
salvation, iver function tests abnormal, mouth ulceration.

Rare:Gastrointestinal hemorrhage, glossits, gum hemorrhage, gum hyperplasia,
hematemesis, hemorrhagic coits, hepatiis, melen, stomach ukcer, stomatits, tongue
edema,

Rare:Goiter, hypothyroidism.
Hematologic and Lymphatic System
Infrequent:Ecchymosis, leukopenia

fare i, cosnophil b decrease, fbrnogen decrcase, ron defiency anen,
leukocytos

Metabol and Nutritional Disorders.
Infrequent:Aspartate transaminase increased.

biirubinemia,

Musculoskeletal System
Infrequent: Arthits, leg cramps, myasthenia, twiching.

Rare:Bursits, muscle atrophy, pathological fracture, tendinous contracture.

Nervous System

Frequent:Confusion, paresthesia,

Infrequent Akatrisa apathy, aphasi centrlnervous system depression.
depersonaization, dysarthria, dyskinesia, euphoria, hallucinations, hostilty, hyperkinesia,
ybarion. o et eased oty dec:Eee, i focing, meovment Heorser
myocknus, pank attack, paranad reactn, personay dsorder. psychosis, seep
disorder, stupor, suicidal deatio

Rare:Choreoathetosis, delrium, delusions, dysphoria, dystonia, extrapyramidal
syndrome, faintness, grand mal convulsions, hemipiegia, hyperaigesia, hyperesthesia,
hypokinesia, hypotoria, manic depression reaction, muscle spasm, neuralgia, neurosis,
paralysis, peripheral neurits.

Respiratory System

Infrequent:Yawn

RaresHiccup, hyperventiatin

Frequent:Amblyopia
Infrequent:Abrormalty of accommodation, conjunctivits, dry eyes, ear pain,
photophobia, taste perversion, tinitus.
RareiDeafness, crimatin diorder, osclopsia, parosia, ptosi, strablsms, taste
loss, uveits, visual fie defect
Urogenital System
Infrequent:Abnormal eiaculation, hematuria, impotence, menorrhagia, polyuria, urinary
incontinence.

failure, anorgasm breast neoplasm, creatinine
e s dre, ey, remle oo, ey Toore ey pom
nocturia, urinary retention, urinary urgency.

6.3 Postmarketing Experience
e folowng adversereactions have been dentfed durng postapprovaluse of
SUBVENITE are reported puktio

uncertain s\ze‘ it is not always Dossiﬂe to reliably estimate their frwuency or es(ahlrsh a
causal relationship to drug expos

Blood and Lymphatic

Agranub(y[ass hemo?yl( anemia, lymphadonepathy not associated with
hypersensiiviy d

Gastrointestinal

Esophagits

Hepatobilary Tract and Pancreas

Pancreatits

Immunologic

Lupus-like reaction, vascults

Lower Respiratory

Apnea.

Musculoskeletal

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

Aggression, exacerbation of Parkinsonian symptoms in patients with pre-existing
Parkinson's disease, tcs.

Non:site Speciic
Progressive immunosuppression.
 and Urin e

Tubulointerstital nephrits (has been reported alone and in association with uvetis).

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

Uridine 5°-diphospho-glucuronyl transferases (UGT) have been dentlfied as the
e remnie o esaiolim of Bmetrgie. Droge ot duce or et
ghucuronidaton . therefore, sffect the apparent cesrance of matrigie. Stzong or

e ncucers of the cytochrome P30 Sad (CYP3AE) enzyme, which s
Known o induce GGT, may 4o anhance the metabolim of Amouine.
Those drugs
et g0 metabalom e Outined Tk 13, Speche doshe quonce 1 heos drugs
5 provided in the Dosage and Administration section [see Dosage and Administration (
21)

Additional detais of these drug interaction studies are provided i the Clinical
Pharmacology section [see Ciinical Pharmacology ( 12.3)]

Concomitant Drug Effect on Concentration of SUBVENITE or Concomitant Drug

Estrogen- 4 lamotrigine
containing oral contraceptive preparations containing 30 meg ethinylestradiol and 4 levonorgestrel
150 meg levonorgestre!

Carbamazepine and carbamazepine epoxide:

Lopinavirfritonavir 4 lamotrigine

Atazanavirritonavir 4 lamotrigine
Phenobarbitaljprimidone 4 lamotrigine
Phenytoin 4 lamotrigine
Riftampin 4 lamotrigine
Vaiproate 1 lamotrigine

? valproate

= Decreased (induces lamotrigine glucuronidation).
1o nersosed (s amotgin gucuronidadon.
onficting

Effect of SUBVENITE on Organic Cationic Transporter 2 Substrates.

Lamotrigine is an inhibitor of renal tubular secretion via organic cationic transporter 2

(OCT2) protens{see Cinicel Pharmecobgy (12.3)] . This may resuk n ncressed plsma

levels of certain drugs Via this rou

of SUBVENITE with BT substrates wih & naron herapeuts haer (9. dofetiie 5
not recommer

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Ex; n

41 2 preguacy exgosurs gt that monkors pragnancy outcomes b women
exposed t AEDS, ncluding SUBVENITE, durng pregnancy: Enc
i SUBVENTTE duting preamancy 1o ntol ane Nor A on eteplepte Brog.
(NAAED) Pregnancy Registry by caling 1-888-233-2334 or visiing
hitp:/fwww.aedpregnancyregistry.org/.
Risk Summary
Data from several prospective pregnancy exposure registries and epidemiological
studies of pregnant wormen have not detected an increased frequency of major
congental malformations or a consistent pattern of malformations among women
exposed to lamotrigine compared with the general popuiation (see Data). The majority of
SUBYENITE pregnancy exposure dta ae fom women wh eplepsy. I animal studes,
administration of lamotrigine during pregnancy r icity
Tncreasea moralty,decieasel oy weoh, Fcreasd sruetatavarton.
Meurobenavioral brormaltes) ot doses wer than those admintered cincaly.
trigine decreased fetal olate concentrations in rats, an effect known to be

associated with adverse pregnancy outcomes in animals and humans (see Data)
The estimated background ik of majr bith defects and miscarriag for th ndicated
population is unknoy general popuiation, the estimated background risk of
mapr bith defects an and Tacartioge o eoqiaed pregnoncos & 5 v aoe ong
15% to 20%, respectively.
Cinical Considerations
8 wih other AEDS, physioogical changes during pregnancy ma affct amotrighe
concentrations and/or therapeutic effect. There have been reports of decreas:
lamatrigine concentrations during pregnancy and restoration of pre-pregnar
concentrations ate dekvery. Dose astments may be necessary to ‘mantan cinca

espons

Data
Human Dotz Data from severalternational pregnancy regirie Mave not shown an
increased sk for maormations overal. e nternatonl Lamatrgine Pregnancy

Rty reportd mar congentel maformatons n3 5% (955 1 1,60 319 o
1,558 infants exposed to Bmomqme monotherapy inth st rmesterofpresnancy,
Pregnancy Regstry reporicd majr congentol mlfomations amon 2
of 1562 nfants exposed to amotrgne monotherapy n et imester
large international pregnancy regsitry focused outside of North America, reporteﬂ mor
i defects i 3.9% (939 i 3.3%,3.7%) of 2,514 exposures to matrign
monotherapy i the 15t trmester Thefrequency of maer congental matiormatins
was simiar to estimates from the general popuiation.
NAAED Pregnancy Registry observed an increased risk of isolated oral clefts: among

2300 e oxpase t ot oo  pgmancy e ok of o clfts was 32

51000 (95% C 14 63 23 fod nrcascd rsk versus unexposed hakhy conirols
s finding has not been observed i other arge nternationalpregnancy regi
Furthermore,a case<ontrl study based on 21 congendal anomaly rgistries coveiing
over 10 milon biths
i Bmotigne exposure of 145 (95% O 0.6 .63).
Several meta-analyses have not reported an increased risk of major congental
mafformations following lamotrigine exposure in pregnancy compared with healthy and
disease-matched controks. No patterns of prﬂ( maformation types were observed.
The evaluated the risk
i, o dem, v, preerm bt s or estatonel a0 o
neurodevelopmental delay. Akhough there are no data suggesting an ncreased risk of

se outcomes with lmotrigine manotherapy exposure, diferences in outcome

deftio, scertament meocs, and comparator FoupS I the concksens tat
can be drawn.

administered to rats, or rabbits
ring the period of organogenesss (oraldoses of up to 125, 25, and 30 mark
respectively), reduced fetal body weight and increased incidences of fetal skeletal
aratons were seen i mice and at 3t doses that were 350 maternalytoxk, Theno.
effect doses for embryofetaldevelopmentaitoxicty i mice,ras, and rabbks (75, 6.25.
and 30 mg/kg, respectively) are simiar to (mice and rabbits) or \5; o o)
R on Gose 51 300 majacy on 2 oy Sutface s (majm 2 ba
In a study in which pregnant rats were administered lamotrigine (oral doses of 0, 5, or
25 malkg)during the period of rganogenesisand oftspring were evluae ostrtaly,
both doses. The
oect choct ot fof ielopmentl euroroices 7ot & E2s et the hor dose
of 400 mg/day on a mg/m Zbasis. Maternal toxiclty was observed at the higher dose
tested.

hen administered 919, 5 10, or 20 mgika)
g e bier sartof gesvaton and throvgheut caton. néreased of
ortaky (ncucing stlbrins) was seen at ol Goses. T lowest sffect dose fo pre- and

1 amotrigine
2 carbamazepine epoxide

Table 13. Established and Other Potentially Sign

-ant Drug Interactions
Clinical Comment

Decressed lamavighe concentatons approximatey 0%

Decrease i levonorgestrel component by 19%.

Additon of 40%
May Increase carbamazepne eporide v

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%.

Incressed lamalrigine concentaons sighty more than 2-ok,

There are confiicting study results regarding eff 1) amean in valpr

in heatthy volunteers, 2) no change in valproate concentrations in controlled clinical trias in patients with epiepsy.



postnatldevelopmentaltoxicy 1 ot s e han the human dose of 400 maidey on
im 2basis. Maternal toxicity was observed at the 2 highest doses tested

w hen administered

o doses greste orequalto 5 Mgy, which s lss tha the human dose of

400 mgfday on a mg/m 2b:

8.2 Lactation
Risk Summary

Lamotrigine is present in mik from lactating women taking SUBVENITE ( see Data.
Neonates and young infants are at risk for high serum levels because maternal serum
een

Gosage. Ghuurondaton s required for Grug clarande. Ghcuroniiaton capacty's

hire n the lfant and ths may 5o contrbuta t the Ievel of BMORTING expoSUre,
Events including rash, apnea, drowsiness, poor sucking, and poor weight gain (requiring
hospitalzation in some cases) have been reported in infants who have been ik-fed b
mothers using lamotrigine: whether or not these events caused by amotrigine
unknown. No data are avaiable on the effects of the. ﬂruq on mik production.

enefits ould along with
e mother Cincor nee or SUBVENITE o any porent verce s on o
breastfed infant

Clinical Considerations
Human mifed nfans shoud be cosely montored for dverse events resuking rom
lamotrgne. Measurement o nfantserum evels shouk! be perfarmed o ke

¥ Conceres are. Humon ik feating Shouel be dcontinued b nfants wth
Emetrane owity

Data

Data from mutiple small studies indicate that lamotrigine plasma levels in nursing infants

have been reported to be as high as 50% of maternal plasma concentrations.

8.4 Pediatric Use

Eniepsy.

SUBVENITE s indicated as adjunctive therapy in patients aged 2 years and older for
seizures of and P

GTC
seizures.

afety and efficacy of SUBVENITE used as adjunctive treatment for partiakonset
Sezures were not demonstrated i a smal, randomized, double-bind, piacebo-controled
withdrawal trial i very young pedatric patients (aged 1 to 24 months). SUBVENITE was
reased risk for infectious adverse reactions (SUBVENITE 37%,
Placebo 5%), and respiratory adverse reactions (SUBVENITE 26%, Placebo 5%).
Infectious adverse reactions included bronchiiis, bronchits, ear nfection, eye
infection, ofits externa, pharyngits, urinary tract nfection, and viral infection.
Respiratory adverse reactions included nasal congestion, cough, and apnea.
‘Binolar Disorder
Safety and efficacy of SUBVENITE for the maintenance treatment of bipoir disorder
were not estabished in a double-blind, randomized withdrawal, placebo-controled trial
i evlated 301 pedatrc patents 2 1010 17 yeors i3 currnt
depressed, or mixed mood episode as defined by DSM-IV-TR.
random\zed phase o the i, adverse reactons tat occued n st ast 5% of pannts
taking placcbo (1 86) were fuenza (SUSVENITE 8% plcebo 2%) oropharyiges
i (SUBVENITE 8%, pacebo 2%), vomeing (SUBVENITE 6%, piacebo 2%, 0
Sndominal pan (SUBVENITE $%. pacebo 150, and sucdal déaton (SUBVENITE 5%,
placebo 0%).

juvenie Animal Data

In a juvenie animal study in which lamotrigine (oral doses of 0, 5, 15, o 30 ma/kg) was
sminstered t young ats from postnate day 7t 62, decreased vibiy and growtn

{decreased bcomotor acivy, increased reactvky, and earning geficts n anmalstesed
as aduls) were observed at the 2 highest doses. The no-effect dose for adver
ereigmenta et i Jvenke Ao & s thon the men dese of 400 majday on
amg/m2 basis.

8.5 Geriatric Use.
Cinical trials of SUBVENITE for epiepsy and bipolar disorder did not include sufficient
numbers of patients aged 65 years and okder to determine whether they resy
dfferently rom younger patents o exhibit a iferent safety prof than tha of

In general, for an elderl autious,
LEbaly strting o1 the ow an o e Gosng rone. g the areater reauaney of
decreased hepatic, renal, or cardiac function and of concomitant disease or other drug

2py.

8.6 Hepatic Impairment
ience in patients with hepatic impairment s lmited. Based on a cinical

pharmacology study i 26 subfcts e i, moderate,and severe er mparment

[see Clinical Pharmacalogy ( 12.3)] , the folowing gen

It o dosste eenant SO in oo wih i el et o

escaltion and maintenance doses should generaly be reduced by approximately 25%
in patients with moderate and severe ver mpairment without ascites and 5

patlets win severeiver impaiment win ases scabton and rartanance. doses

may be adjusted accordng to cinical response [see Dosage and Administration ( 2.1).

5.7 Renal Impairment
Lamotrigine s metabolized mainly by ghucuronic acid conjugation, with the majrty of the
metaboltes being recovered in the urine. n a smallstudy comparing a single dose of
lamotrigine in subjects with varying degrees of renal impairment with healthy volunteers,
el o e Lmatine s spproximatel ice o ong 1 e U< weh
chronic renal failure [see Clinical Pharmacology ( 12.
Initial doses of SUEVENITE should be based en pahen(s AED regimens; reduced
may

et wilssevere renal par ment habe been avakated Gurig chron. wedment

“ith lamotrigine. Because there s nadeauate experience in this popuiation, SUBVENITE
Shoukd be uSed Wi cauton i these patents (see Dosage and Adminstraton (2. 1)

10 OVERDOSAGE

10.1 Human Overdose Experience
Overdoses involving quantiies up to 15 g have been reported for SUBVENITE, some of
which have been fatal. Overdose has resulted in ataxia, nystagmus, seizures (including
tonic-clonic seizures), decreased level of consciousness, coma, and ntraventricular
conduction delay.

10.2 Management of Overdose
There are no specific antidotes for lamotrigine. Following a suspected overdose,
hospitalzation of the patient is advised. General supportive care is indicated, including
frequent monitoring of vitalsigns and close observation of the patient. If indicated,
ermess shouk be duced: Usual precautions shoud be taken to protec the arway. It
should be kept in mind that immedate-release lamotrigine is rapidly absorbed [see
Clinical Pharmacology ( 12.3)]. Itis uncertain whether hemodialysis s an effective means
of removing lamotrigine from the blood. In 6 renal faiure patients, about 20% of the

by during a 4-hour

session. A Poison Control Center should be contacted for information on the
management of overdosage of SUBVENITE

11 DESCRIPTION
SUBVENITE an AED of the phenykriazine class, is cherricaly unrelated to existing AEDS.
Lamotrigine’s chemical name s 3,5-diamino-6. (2, 3-dichlorophenyl)- as-triazine, its
mokculr Tormua & C oo 513, and R mokcuar weigh s 256.09. Lamotrighe, USP
o pak crearcolored fowder and has 8 pk 0 trigine, USP is very
Sy S0kl o (017t ot 25-C) sy S m 0.8 W HCI (1
mg/mL at 25°C). The structural formula s

Ny

TN

HNT N N,

SUBVENITE (lamotrigine) tablets, USP are supplied for oral administration as 25-mg
(white to off white), 100-mg (white to off white), 150-mg (white to off white), and 200-

o off white) tablets. Each tablet contains the labeled amount of lamotrigine,
USP and the following inactive ingredients: lactose monohydrate; magnesium stearate;
microcrystaline celulose; povidone; and sodium starch glycolate.

Meets USP Dissolution Test 3

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

‘The precise by which its action are
unknown. In designed to tviy,

effective in preventing seizure spread in the maximum electroshock (MES) and
pentylenteracol (et e, o preverted seaures n th vualy and ckctrcaly

tviy. La
iitory properies hihe kil model 1ok bot durig Kedlng deveopment and 1
the fully kindled state. The relevance of these models to human epiepsy, however, & not

One proposed mechanism of action of lamotrigine, the relevance of which remains to be
stabiened i pumans, volves on effect on sodum charnce I 210 pharmacoogcal
imotrigine ihbits vokage-sensitive sodium channes,
stablicng neuronal membranes and consequentl medultng presynaptc ansmiter
xcitatory amino acids (e.g., glutamate and aspartate).

Effect of | tty

L not inibit in rat
cortical sices or ed cyclc GMP f nin nor did

that are ether
hi ghtamatereceptor compex (CNGX, CGS, TCHP).The ICsfor ametrignecfects
uced c i the presence of 3 M of ghycine) i cutured hippocampal

Nelrons exceaden 100
The mechanis by which amotrine exers s therapeuti acton n bpolar dsorder
have not been estat

12.2 Pharmacodynamics

Folate Metabolsm

In vitro, the
redcton o dihydrofolte totetrahyarofolte,Inibion of the enzyme may ntertere
with the biosynthesis of nucleic acids and proteins. When oral daly doses

were gven t pregnant ra durhg organogeness, et phcental and maternal Tolate

associted wih teratogenesis (s Use i Specc Populations (5. B
Concenstions were ae educed i o G repered o foses o amotrigne
Reruced concentrations were partialy rebumed t normel when suppemented
folinic aci
hy

Effctof amorigine: I vtro tudes show that emotrighe exts Clss
tiviy a ele i human
Cardad Sodhm channal i apd onsek and offact Eneties and S1ong vo
dependence, consistent with other Class IB antarrhythmic agents. At therapeuitic doses,
SUBVENITE id ot siow ventricuar conducton (widen QRS) n heathy ndiuss n
thorough QT study inpatents wkh clicly mportantstructuralor functinal
Reort mesue L6 atents whh heare falure, vémar hears dsense, cangent
leease conducion syatom dsease, venriulr oThytmas, ordin channeopaNES
(9., Brugada syndrome], clincally important ischemic heart disease, or multiple risk
factors for coronary artery diseass), SUBVENITE could slow ventriculr conducmn
(widen QRS) and ich can heart
ot o b ncresse e VEX af ventriuir conduction Slowing wih SUBVENITE,
Effectof Lamorigne Metabolte I doge Bmotrne's xtensivey metableed 0 2 2-
rolongation of the
Al wiseri of the GRS corsion:an S G dome comam Ay canducton
lock. The n viro dlectrophysilgiclefects of this metabolke have not been sucied

Simiar ect n hum:
Becvsc ony troce amounts o e 2 melhy\ etanone (<ot ol Lamoulgme dose)
Have been found iy human urn [sse Cinial Pharmacobgy (12.3) | Howere,

plas be increased in na!\eﬂ!s

s reauead copariy t Ghroniie et (., i patents e et

patients taking concomitant medications that inhibit glucuronidation).

Accumulation in Kidneys

Lamotrgine accumuated i th ey of the male rat causig chroric progressive

nephrosis, necrosis, and mineralz: findings are attributet

microglobuln » species and sex Sheci proven thes o o hean devcied  humans
other animal speci

Melanin Binding.

Lamotrigine binds to melanin-containing tissues, e.g., in the eye and pigmented skin. It



has been found in the veal tract up to 52 weeks after a single dose in rodents.
12.3 Pharmacokinetics

e pharmacekietc o lmotrigne have bec studed o sublct wih olepsy. ety
young and elderly volunteers, and volunteers with chroni renal faiure. Lamotri

pharmacoknet: parameters for adut and peditrc SUbfcts and heskhy normar
volunteers are summarized in Tables 14 and

Table 14. Mean Pharmacokinetic Parameters %in Healthy Volunteers and Adult Subjects with Epilepsy

T t
ime of Maximum Plasma Concentration (h) 1/2: Elimination Half-ife (h)CL/F: Apparent Plasma Clearance (mL/min/kg)

Adult Study Population Number of Sublects may
Healthy volunteers taking no other medications:
Single-dose SUBVENITE
179 22 328 0.44
Mutiple-dose SUBVENITE 0.251012.0) (14010 103.0) (0,120 1.10)
36
(05104.0) (11610 61.6) (02410 1.15)
Healthy volunteers taking valproate:
Single-dose SUBVENITE 18 w83 030
Mukile-dose SUBVENITE 6 (1010 4.0) (315 0 88.6) (01410 0.42)
18 05t03.5) (19t01135) ©012100.33)
Subjects with epilepsy taking valproate only:
Single-dose SUBVENITE
4 48 588 0.28
(1810 8.4) (305t 88.8) (016 t0 0.40)
Subjects with epilepsy taking carbamazepine, phenytoin, phenobarbital, or primidone
b plus valpro
Single-dose SUBVENITE 25 38 272 053
10t 10.0) 112t0516) (027t01.04)
Subjects with epilepsy taking carbamazepine, phenytoin, phenobarbital, or primidone:
Single-dose SUBVENITE
2 23 144 110
Mutiple-dose SUBVENITE (05105.0) (6.41030.4) (051102.22)
17 20 126 121
(0.75105.93) 75t023.0) (066 10 1.82)
#The majorty of parameter means determined in each study had coefficients of variation
between 20% and 40% for hal-ife and CLIF and between 30% and 70% for Tmax. The
overal mean values rom
based on the number of volunteers/subjects in each umbers in parentheses
belw ech parameter mean represen th range of bttt ot
across stu
Rareamazepri, henyto, Shencbarbtal and prinidone have been shown o ncrease
the motrig and
other drugs such 3 rfampn and protease pbRors fopinayirionavt and
e also been shown to
ncrease the apparent clearance of amotrigin [see Drug Interactons (71
Absorption
Lamotrigine is rapidly and completely absorbed after oral adminstration with neglgible
fFst-pass metabolsm (absolte boavalsbity s 98%) Tne boavalabiy s ot affected
y food. Peak plasma concentrations occur anywhere from 1.4 to 4.8 hours folowing
g acmmatraton.
'Dose Proportionalty
In healthy volunteers not receiving any other medications and given single doses, the
plasma concentrations of lamotrigine increased in direct proportion to the dose
administered over the range of 50 to 400 mg. In 2 small studes (i 8) of
patients with epiepsy who were maintained on other AEDs, there also was a inear
relationship between dose and lamotrigine plasma concentrations at steady state
following doses of 50 to 350 mg tuice daiy.
Distribution
Estimates of the mean apparent volume of distribution (V/F) of lamotrigine following
oral adminstration ranged from 0.9 to 1.3 Likg. Vd/F & independent of dose and is
simiar folowing single and muliple doses in both patients with epiepsy and in healthy.
volunteers.
Protein Bindi
Data from in vitrostudies indicate that lamotrigine s approximately 55% bound to human
s prtens ot plsma britrghe concerratons from 1t 10 megml. (10 mcgimt
s the trough plasma concentration observed in the
i) Betacse oI & ot hghy bound o phama provens, EiESly SEhCant
Ieractions wih ofher drugs through compettion fr proten bving stes are unkel
The binding of bmotrgine o plasma proteins i not change n the
therapeutic “f phenyton. or valproate. Lar
AEDs phenytoin, from i
sies.
Metabolsm
Lamotrighne s metabofized predominanty by ohicuroni ack corlugatin; the major
metabolte is an inactive 2-N-glucuronide conjugate. After oral administration of 240 mg
O 13C amotrigne (15 4C) to 6 heathy vokinteers, 4% was recovered i the urne and
2% was recovered n the feces. The radioactivty i the urine consisted of unchanged
lamotrigine (10%), the 2-N-glucuronide (76%), a 5-N-glucuronide (10%), a 2-N-methy!
metabolte (0.14%). and other unidentified minor metabokes (4%).
Enzyme Induction
‘The effects of lamotrigine on the induction of specific famiies of mixed-function oxidase
isozymes have not been systematicaly evaluated
Folowing muliple adminrations (150 mg twice dab)to normalvoluntees taking no
jications, lamotrigine induced its own metaboism, resuling in decrease
Intxand a 37% crease i CLF a steady state compared wih vakes obtamed in the
same volunteers folowing a single dose. Evidence gathered from oth
Siggests tha sef-nduction by amotrgne may not occur when amotigne &
adjunctive therapy in patients receiving enzyme-inducing drugs such as carbamazepine,
phenytoin, phenobarbital, primidone, or other drugs such as rifampin and the protease
inhibitors
glucuronidation (see Drug Interactions ( 7) .
Eimination
‘The elimination half-Ife and apparent clearance of SUBVENITE following oral
administration of lamotrigine to adult subjects with epiepsy and healthy vokunteers is
immarized in Table 14. Half-Ife and apparent oral clearance vary depending on
concomitant AEDs.
Drug Interactions:
‘The apparent clearance of lamolrigine is affected by the coadministration of certain
medications [see Warnings and Precautions ( 5.9, 5.13), Drug Interactions ( 7)1
“The net effects of drug interactions with lamotrigine are summarized in Tables 13 and
15, folowed by detais of the drug interaction studies below.
Table 15. Summary of Drug Interactions with Lamotrigine
Drug Plasma C with Adjunctive Lamotrigine Lamotrigine Plasma tration with Adjunctive Drugs
Drug g
Oral contraceptives (e.g., ethiny! “o '
estradiollevonorgestrel) ¢
Aripipra: Not assessed we
Atazanautionave o .
Bupropi Not assessed -
Carbam: - '
Csrbamazenne epoxide s ?
Felbamate Not assessed o
Gabapentin Not assessed -
Lacosamide Not assessed -
Levetiraceta o -
Lithium - Not assessed
Lopinavir/ritonavir we L
nzapine - we
Oxcarbazepine - -
Monohydroxy oxcarbazepine metaboite
3
Perampanel Not assessed “
Phenobarbitalprimidone “ s
Phenytoin o N
Pregabalin - M
Riampin Not assessed .
Risperidone “ Not assessed
9-Hydroxyrisperidone -
Topiramate i -
Vaiproat . T
Valproate + phenytoin and/or Not assessed -
carbam:
Zonisamide Not assessed -

2From adjunctive cinical tils and volunteer trias.
Pt effects ol

lamotrigine has not been systematicaly evaluated in clncaltiaks,

aitough o that seen with

“Modest decrease n levonorgestrel.

St decrase ot expected t b cncly mearing
Compared with Nslbnca\ cont

s
ot adminerere, bt an scve erabolte of fepardone
Isight increase, not expected to be cinicall meaningful

onficting data

‘Estrogen-Containing Oral Contraceptives
1n 16 emale vohintesrs.an sl contraceptve preparatin containing 30 mg

emotrigne (300 alia oy approximately 2-fod whh mean decreases i AUC of 52%

%.In ths study, rough serum amatrigne concentratons aradaly
et anscl e were spprexy 2 !a\d higher on average at the end of the week of
(ha acive hotmonc oreparacon comparon it Haugh et oncemr i ¢

the end of the actie hormone ey
Gradualtrnsient ncreases n bmotrigne plasm e (aporoxinate 2 fod erease)

ot taking 5 drop i
phenyton, phenabarbita, prinidone,or other drugs such as rfampin and the protease

hib
Gcuronkiaton) [see Drug Interactons (7)] . The ncrease I lamotrigihe pasa eves
wil be greater i the dose of SUBVENITE s increased in the few days before or during
the pil-free week. Increases in lamotrigine plasma levels could result in dose-dependent
adverse reactions.

n o mg/day) in 16

did of the oral

Canieacoptue ronm s, Thacs wert oo deeresten i he KC-andC ot tne

levonorgestelcomponent of 19% and 12%, respectiel, Messurement of ser
indicated ovilaton n any of e

16 volunteers, afthough LH, ar tha

herawas st ose of uppréscion of the rypotRAE SAStary ovariah s

‘The effects of dos than 300 mar been

Cveited  Someeten covo e

unknown. However, the possbiky of decressed Contraceptwe eficacy i some paents
cannot be excluded. Thereore. patients shouki be instructed to prompty report
Rinaes  tncs mentruslpatiern (0, presk thiovoh becding)

Dosage adjustments may be necessary for women recelving estrogen-containing oral
preparations (2)]

Other  Contraceptives or Therap,
The effect of other preparations or

therapy on of not been evaluated. It
has been reported ncre

amotrigne Upto 2ol and the progestin-only i had no Sifecton Bmoirghe pasrma
Is. Therefore, adjustments to the dosage of SUBVENITE in the presence
Sragectogens sane wh el not be nevded

Arpiprazole
In 18 paints wih bplar cisorder on  sableregimen of 100 o 400 moydy of
lamotrigine, d C

SaRents Wi recamed sprosce 10 1330 midayfor 7 dnye Tolowed by3 30 mg/aay
for an addtional 7 days. This reduction in lamotrigine exposure is not consid




clincally meaningful.

Atazanavir/Ritonavic

In a study in healthy volunteers, daly doses of atazanavir/ritonavir (300 mg/100 mg)

reduced the plasma AUC and C ma,0f lamotrigine (single 100-mg dose) by an average of
2% and 6%, respectively, and shortened the elmination haf-fves by 27%. In

presence of atazanavir/ritonavir (300 mg/100 m etabolte-to-lamotrigine ratio

s ncressed rom 0.45 10 071 Consatent i mducnon of gucuronidaton. e

Emotrine t the hstorcal data of th harmacokinetis inhe absence of amot ine.

‘Bupropion
of a100-mg lamotrigine in healthy volunteers (n =
1) propion
(130 mg tice o) String 11 6oy petore et

La no on Pl

concentration. Limited cinical data suggest there is a higher incidence of dizziness,

diplopl,ataxis, and blured vion n patiens receking carbamzepine wh amotrigne
6.1)]

than in
e mechansm or s nteracton 5 gt The effect o lamotrigine on Dlasma

ents (n =
7) studed in i o

al,
Chaxite s concantations, but 1 & Smal uncoirotod sy
carbamazepine-epoxide levels increased

‘The addition of by
approximately 40%.
Febamate
In a trial in 21 healthy volunteers, coadministration of felbamate (1,200 mg twice daiy)
i g (100 g twice daly or 10 da)appeare t have o cincalyreevant
the pharmacokinetics of lamotri

Eolate Inhibitors.

Lamotrigine is a weak inhibitor of dihydrofolate reductase. Prescribers should be aware
of this action when prescribing other medications that inhibit folate metabolism.

Lacosamide
samide

200,400, or 500 ogidon) m pocabe-Controtes cinkal ok ot i porter

onset seizi

‘Gabapentin

Based on a retrospective analysisof plasma levels n 34 subjects who recehed
lamatrigne both wth and wRhout gabapent Gabapenti does not appear to change
the apparent clearance of lamotrigie.

Potentialdrug interactions between levetiracetam and lamotrigine were assessed by
vabating serum concentrations of both agents during placebo-controled crical rias.
e data indicate that lamotrigine does not influence the p

levetacetam anl that levetacetam does o mfluence the pharmacokinetcs of
lamotrigine.
Lithium
The pharmacokinetics of lthium were not aered in heathy subjects (n = 20) by
coadministration of lamotrigine (100 maday) for 6 days.
Lopinavir/Ritonav
The sddton ofopinavk (400 mg twics daby)rkonavi (100 mg tice day) decressed the

AU al-Ife of 0 55.4% in 18
heathy Sirjans. e gharmacokiecs of bpraviirionaw were ety
with that

Olanzapine.

‘The AUC and Cmax of olanzapine were simiar folowing the additon of olanzapine (15
mg once daiy) to lamotrigine (200 mg once daily) in heakthy male volunteers (n = 16)
compared with the AUC and C ma;in healthy male volunteers receiving olanzapine alone
=

In the same trial, the AUC and C pyq,0f lamotrigine were reduced on average by 24% and
20%, respectively, folowing the addition of olanzapine to lamotrigine in healthy male
volunteers compared with those receiving lamotrigine alone. This reduction in lamotrigine.
plasima concentrations is not expected to be clinically meaningf

The AUC and C mayof its active
the addition of
mg tice daly to matrigine (200 mg ance daiy) n heathy mae voknteers (1 = 13)
pared with healthy male volunteers receiving oxcarbazepine alone 1

In the same trial, the AUC and C pe,0f lamotrigine were simiar following the additon of
oxcarbazephe (600 mg tuice dai o bmotrigne i heathy male volnteers compared
jher incidence of

Retacre, G, mas jth
"with lmotr b K

Perampanel

in.apooked anabyss ofdatafrom 3 placebo-controled ccal ik vestgatng

2dunctve perampanetn patents wih partatonset and ormary genraleedtoric conic

Sclures, the highest petampanl dose evaluated (12 mg/day) reased ot
Clearance by <10%. An efect of thi magnkude s not considered t be cicaly
relevant.

Phenobarbital, Primidone
‘The addtion of
concentrations by approximately 40%.
Phenytoin

La no on ol
in patients with epiepsy. The addition of phenytoin decreases lamotrigie steady-state
concentrations by approximately 40%.

Pregabaln

of ig affected by
concomitant pregabaii (200 mg 3 times daly) administration. There are no
pharmacokinetic interactions between lamotrigine and pregaba.

Rifampin

In 10 male voteers,rfampin (600 mgiday for 5 dave) sgnfcanty cressed tre

apparent clearance o dose of lamotrigine by approximately 2-fokd (AUC

it

Risperidone

Ina1an I study, murp) of daly had no

and

s acther mexanome S SH Teparione. Folow he commingiraton o rspertione 2

mofrigine, 12 of the 14 vokunteers reported somnolence compared with 1 out

o! 2u e Sepordona wes ghen slonesand hare when o wat dmbrerca

Topiramate

in no change in plasm trign
e of BTG ket 16 159 hereret  opFamate toncentratons
Valproate

When lamotrigine was administered to heathy volunteers (n = 18) receing valproate,

the trough steady-state valproate plasma concentrations decreased by an average of

25% over a 3-week period, and then stabiized. However, adding lamotrigine to the

existing therapy did not cause a change in valproate plasma concentrations in ether

aduk or pediatric patients in controled clnical trabs.

“The addtion of in norml

volunteers by sigftly more than 2-fold. In 1 trial, maximal inhibiton of lamotrigine

clearance was reached at valproate doses between 250 and 500 mg/day and did not

increase s the valproate dose was further increas:

Zonsamide

1n 3 study n 18 patients with eplepsy, coadministration of zonisamide (200 to 400
amotrigine (150 to 500 ma/day for 35 days) had no signifcant effect on

the pharmacokinetics of amotrigine.

Known Inducers or Inhibitors of Glucuronidation

Drugs other than those lsted above have not been systematically evaluated in

combination with lemorigine. Since lamotrigine is metaboized predominately by

ghicuronic acd conjugation, dugs that are known o nduce o e, ghcurondaton

y affect the apparent nce of lamotrigine and doses of lamotrigine may req
et e on e reaporas
Other

In vitroassessment of the inhibitory effect of lamotrigine at OCT2 demonstrate that
lamotrigine, but not the N(2)-glucuronide metabolte, s an inhibitor of OCT2 at potentialy
chmcaly relevant concentrations, with IC sovalue of 53.8 M [see Drug Interactions ( 7)]

ks of i vtroexperiments suggest tha clarance of smotrigine & uikely to be
Teucad by Concomeant sdmistaton of smtstyint, clonatesam, dosapre
iiowetine. nalopereoy, lorazepam, phenezne, sertraine,or razodone

Results of in not
drugs eliminated predominantly by CYP206
‘Specific Populations.
Patients with Renal Impairment:Tweive volunteers with chronic renal faiure (mean
creatiine clarance; 13 mLimin, fange: 6 t0 23)and anathe 6 nciiluas undergong
hemodialyss wers each glven 2 sgle 100-mg duse of amotrigie, The mean pssma
ined in the study were 42.9 hours (chronic mauammy 50 houre
i hemod\alyss), 2nd 57,4 hours (between hemodiayss) compared wih 262
Rours I heakny vokateers. On average, appraximately 20% (range: 5.6 o 35.1)of the
ot of amatr i resert 1 oty was Shminated by hemediyls dorng o 4.
Rour session [see Dosage and Adminstraton { 1)

Fatnts with Hepati of ingle
g dose of motrighe wers evolated n 24 subljects Wi mid, moderats, and

Sovera et aben {Ch ks ugh caseicaton sy andmmnared with 12

subjects without hepatic impairment. The subjects with severe hepatic impairment were
without ascites (n = 2) or with ascites (n = 5). The mean apparent clearances of
lamotrigine in subjects with mid (n = 12), moderate (n = 5), severe without ascites (n =
2), and severe with ascites (n = 5) ver impairment were 0.30 + 0.09, 0.24 + 0.1, 0.21
£0.04. nd 015 2 0,09 Lk, respectiely,as compared whth 037 0.1

mLimin/kg in the heakhy controls. Mean haif-ives of lamotrigine in subjects
moderate,severe wthout asctes, and severe i asches hepste momrment vered6 =
20,72+ 44, 67 = 11, and 48 hours, respectivly. 25 compared wkh 33

Rours I hedth contias fse Dossge and Adriredb (2
et Parts The harmacokintcs o otigne olowrg  Snge gk dose
Were vakisted n 2 Stuies b pedTi SUDIRCS (1~ 29 or SUBECE a5 10 onths
55 yeurs nc = 26 fof subfets a9ed 5 5 13 years.Fory-iree SuBpcts recowed
Concomiant herapy wih other AEDS and 12 subecs received amotrighe a5

erapy. Lamotrigine pharmacokinti parameters for pediatric patients are.
ey ol 18,

Population pharmacokinetic analyses involving subjects aged 2 to 18 years
nfluenced

ody
weight AED therapy. higher, on a
oy weigh bes, npeditricpatiets than 1 sduf. Weghtnormalized amatrigne

clearance was higher in those subjects weighing <30 kg compared with those weighing
230 g. Accordingy, patents weighing <30 ko may need an icrease (ot uch 2
$0% i mantenance doses, based on clriclresponse, a5 compared wh s

ing more than 30 kg being acmiStered the same AEDS [oe

Ao (530 Theke anatest o ovealed cra, ater secoureneor body
e, amotrigne cearance was o sgnficanty fluenced by age. Thus te same

S were om0

e Simiar it chren

Table 16. Mean Pharmacokinetic Parameters in Pediatric Subjects with Epilepsy

Peditrc Sty Popubtion Number of Subjects T max(h) taa(h)  CUF (mb/minkg)

Ages 10 months to 5.3 years

Socts kg earbamesene 10 30 7.7(57t0114) 362 (2.44105.28)

phenyoin, phenobarbital, o primidon (1005.9)

Sibjecs toking antepleptcdruge wih no known efecton the 7 52 190(129t027.1) 12(0.75t02.42)

apparent clearance of lamotrigine (28t06.1)

Subjects taking valproate only 8 449 047

(101060)  (295t0525)  (0.23t00.77)

Ages 5 to 11 years

Subjects taking carbamazepine, phenytoin, phenobarbital, or 7 16(1.0103.0) 7.0(38109.8) 254 (13510 5.58)
imidone &

Subectstaking carbarazein, phenyto, henabarbil or 8 33(1.0t06.4) 19.1 (7.0t0 31.2) 0,89 (0.39 to 1.93)

imidone 2 plus valproat

Sub‘s(ls kng voprete o> 3 4.5(3.010 6.0)65.8 (50.7 10 73.7)0.24 (0.21 0 0.26)

Ages 1

vy takmg carbamazepine, phenytoln, phenobarbtal, or 1n e e 13
primidon

Sibjects taking carbamazepine phenyton, phenobarbtal, or 8 < B 05



primidone plus valproate
Subjects taking vaiproate only 4

SCarbamazepine,phenyton, phencbarbl and primidone have been shown o ncrease
trigne. ifompin,
and S0 been
Show rteracions (90
P S were igod e coton o o T
cParameter not estimated.

Geriatric of lamotrigine fol le 150-mg dose of
lamotrigine were evaluated in 12 ekderly volunteers between the ages of 65 and 76 years
(mean creatinine clearance = 61 mL/min, 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 mL/min/kg).

Male and Female Patients:The clearance of lamotrigine is not affected by gen

Howover, urig dose sscattion of Amatrgie i cincal v s potlents whh enlepsy
on a stable dose of valproate (n = 77), mean trough lamatrigine concentratiy
Unadiusted for weihE were 24% to 43% higher (0.3 0 1.7 /L) m femaks than in
males.

Racial or Ethnic 25% lower in
non-Caucasians than Caucasians.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No evidence of carcinogenicity was seen in mouse or rat folowing oral administration of
lamotrigine for up to 2 years at doses up to 30 mg/kg/day and 10 to 15 mg/kg/day in
mouse and at, respectiely. The ighest doses tested are e than the human dose of
400 mgfday on a body surface area (mg/m 2) bas
Lamotrigh was negative n nvtrogene mutaton (Ames and mouse ymphors t)
assays (in vitrohuman | vivor
assays.

o evidence of impaired fertikty was detected in rats given oral doses of lamotrigine up
030 malkyday. The ighest dose tsted s ss thn the human dose of 400 mgiday

'amg/m 2b:

14 CLINICAL STUDIES
14.1 Epilepsy

UBVENITE in Adults with Partiak
Phenytoin or Primidone as the Single

The effectheness of manotherapy wkh SUBVENITE was establshed in 2 mukicenter
double-biind The
ot experancet o e s S poriss ook comiet partabonset, anclor
secondarly generalized sezures during each of 2 consecutive 4-w
ecening corbamateping o aryioi ranotisapy during baseine, SUBVENTE (rrget
dose of 500 ma/day) or valproate (1,000 mg/day) was added to ether carbamazepine or
henytoin monotherapy over a 4-week period. Patients were then converted to
monotherapy with SUBVENITE or valproate during the next 4 weeks, then continued on
monotherapy for an addional 12-week perios
of all weeks
Citerion, Creeri for escape reate to baseline were: (1 Goubing of average monthly
seure count, (2) doubing of highes: consecuive 2-day sezure freguenc
did not occur durmg thes-
week bascine) that s more seere than seizure ypes that occur durng
treatment, or (4) clinically significant prolongation of generaiized tonic-clonic
e ey ey oA s e rapro of At <o ment arocs
who met escape criteria,
‘The percentages of patients who met escape criteria were 42% (32/76) i the group
receiving SUBVENITE and 69% (55/80) in the valproate group. The difference in the
percentage of patients meeting escape Criteria was statistically significant ( P=0.0012) in
favor of SUBVENITE. No differences in efficacy based on age, sex, or race were
detected

Patients in the control group were intentionaly treated with a relatively low dose of
valproate; s such, the sole objective of this trial was to demonstrate the effectiveness
safety of monotherapy with SUBVENITE, and cannot be interpreted to imply the
superiority of SUBVENITE to an adequate dose of valproate:
Adiunctive Therapy with Lamot duts with
of SUBVENITE a2 (added to other AEDS) was

sl establshed n 3 phvotal mukicanter. pecebo-controted, double-blind chnical tris

‘WER refTactory partiabonset sezores. The patients had » htory of at
ot onsetsamutes b eonth apte of recaing 1 or more AEDs at eapeutc

concentrations and in 2 of the triaks were observed on their establs}
during baseinesthat varied between 810 12 weeks; n the 7 ok paints were not
observed in a prospective baselne. In patients continuing to have at least 4 seizures per

o g he haseine, SUBVENITE 1 pacie whe ten agdcd v the exsting
therapy. inab 3 tria, change from baseln i sezurefrequency was the primary
e results given below are for all partiakonset sezures i the
i et oo kot i vacavect o st 1 so5c of wesmman) i each
trial, unless otherwise indicated. The median seizure frequency at baseline was
ek hie the mean ot baselne was 6.6 per week fo l paints envoled i

One trial
24-week treatment period. Patients ot not os o rore than s s Smomants
and vaproate was ot alowed, Patents were randomized o ecetve
dose of 300 mg/day of SUBVENITE, or a target dose of 500 ma/day of SUBVENITE
The medan reductons i the frequency o a partaonset Sezures feaive to baseine
were 8% in patients receiving placebo, 20% i patients receiving 300 mg/day of
SUBVENITE, and 36% in patients receiving 500 mg/day of SUBVENITE. The seizure.
freauency reducton was stattcaly sgnficantn the 500.mgdy group compared wih
placebo group, but not in the 300-mg/d:

A second trial (n = 98) was a double-bind, pla:ehu—mnlmﬂed‘ randomized, crossover
trial consisting of two 14-week treatment periods (the last 2 weeks of which consisted
tapering) separated by a 4-week washout period. Patients could not be on more

than 2 other anticonvulsants and valproate was not alowed. The target dose

of SUBVENITE was 400 mg/day. When the first 12 weeks of the treatment periods were
inalyzed, the median change in seizure frequency was a 25% reduction on SUBVENITE

compared with piacebo ( P<0.001).

The third trial (n = 41) was : lled, crossover

of two 12-week eparated by a 4. Patients

could not be on more than 2 other “arcconvulants. Theteen patents wers on

concommaant vaproate these patierts receve 150 m/day of SUBVENITE. The 28 ther

Datients had a target dose of 500 Ma/dey of SUBVENITE. The medin change in sezure

frequen:y was 2 26% reduction on SUBVENITE compared with piacebo ( P<0.01).

fferences in efficacy based on age, sex, or race, as measured by change in seizure
eauoncy wre dacich
‘Adunctive Therapy with SUBVENITE in Pediatric Patients with Partial-Onset Seizures.
patients with partiak
anset seizores was establshed i a mulicenter, doUpe nd, pixcéo-controled il in
199 patients sged 2 0 16 years (1 = 98 on SUBVENITE, 1 = 101 on placebol Folowing
-week baseline phase, patients were randomized to 18 weeks of treatmer

ith SUBVENITE or placebo added (o thef current AED regimen of up to 2 drugs

jents were dosed based on body w valproate use. Target doses we
Gesgned t approximate 5 mo/cey fo patints (aking valproats (maxmum ﬂose 250
mayday) and 15 mgk/day for the patent no taking vaproate (maximum dose: 7

mo/day). The endpoint was oaine il
partalonset sezures. For the ntent.to- treat popuiaion, he medan Fesoctog o1l
st onset soaures was 36% b patens restd wth SUBVENITE and 7% on pcebo

D frrance tha was tavstcaly sgmhiant P

as in patients with
syndrome was estabshed 1 a mukicente, double i, pacebo-controled ral n 163
jents aged 3 to 2: m placebo).Folowig 2 &
e, e, pacebo phone, pavants wre fardormigd 10 16 treatm
Weh SUBVENITE ot placebo acdet o thf currenk AED regmen of up (0
Patients were dosed on a fixed-dose regimen based on body weight and valproate use.
Target doses were designed to approximate 5 mg/kgiday for patents taking valproate
(maximum dose: 200 mg/day) and 15 ma/ka/day for patients not taking valproate
(maximum dose: 400 mg/day). The primary efficacy endpoint was percentage change
from baseline in major motor seizures (atonic, tonic, major myockonic, and tonic-clonic
seizures). For the intent-to-treat population, the median reduction of mejor motor
sezures was 32% npatnts treated wih SUBVENITE and 9% on picebo,  diference
that was statisticaly signficant ( P<0.05). Drop attacks were significantly red
oy SUSVENITE (3456 compered wih pacee (950, s were tone.cone esures (36%
reduction versus 10% increase for SUBVENITE and placebo, respectively).

nctive Ther: JBVENITE in Pediatric and Adult Patients with Prim
The effectvencss of SUBVENITE a adunctive therapy i patients with PGTC seizures
was estabiished in a mukticenter, double-blind, placebo-controlled trial in 117 pedatric

21 20Ut patients 50ed 2 years and afder (n = 58 on SUBVENITE, n placebo).
Patients win at kst 3 PGTC selaures curing an 8-week baselne phase were fandomized
I8 19 24 weks of et wEh SUBVEAITE or placbo adod o thef curent AED
regimen o upto 2 Grugs Patints weredosed ona xed-dose regen, wih &
doses ranging from 3t 12 mglkojday for pedatric padents and rom 200 ta it
aldey 1o adu patents based on concortant AED:
‘The primary efficacy endpoint was percentage change from baseine in PGTC sezures.

or popuiation, the median in PGTC seizures was
66% in patients treated with SUBVENITE and 34% on placebo, a difference that was
statistically significant ( P:

14.2 Bipolar Disorder
Aduts.

of bipolar | disorder was
e s moicemar, Gouble i, pocabo-controbad ik ok et (v
181052 yeas)who et DMLY crteri for bipolar | disorder. Trial 1 enroled patients

with a current or recent (within 60 epressi spinde as defned by DSIY and
Trial2 ncluded patents wih & (u"en( orrecent (whhin 60 days) episode of maria or
s cefined by DSWHV. Both i mchuded a conort of patens (30% of 404

e Tl and 23% of 11 pateni m 61 21 e 10 ycing oot dorder
(40 6 episodes per year).

In both rias,patints weretrate to a targe dose o 200 g o SUBVENITE 2 scdon
therapy or as monotherapy with gradual withdrawal of any psychotropic medicatior
duringan & to 16-wek open-abeleriod. Overal51% of 1. S35 et paicpatng
ications,
including benzodiazepines, selective serotomn reuptake inhibtors (SSRIs). atypial
antipsychotics (including olanzapine), valproate, or ithium, durin
CEAITE Patints wi 5 CO aetrty acors of 3. s Ao fo ot least &
continuous weeks, including at least the final week on monotherapy with SUBVENITE,
were randomized to a placebo-controlled, double-bind treatment period for up to 18
ths. The primary endpoint was TIME (time to intervention for a mood episode or one
emerging, time to discontinuation for ether 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 Trial 1, patients received double-bind monotherapy with SUBVENITE 50 mg/day (n
50), SUBVENITE 200 majday n = 124), SUBVENITE 400 mo/day (n = 47). o placebo (n
121} SUBVENITE (200- and 400-mgjday trestment groups combine) was superiorto
placebo in delaying the time to occurrence of a mood episode (Figure 1). Sep:
Erieco of the 200 nd 400, ey dose droupe evenl no aided bench rom the

In Trial 2, patients recelved double-bling monotherapy with SUBVENITE (100 to 400
mgiday, n = 59),or placebo (n = 70). SUBVENITE was superir to piacebo in delaying
time to occurrence of a mood episode (Figure 2). The mean dose of SUBVENITE was
about 211 ma/day.
Axhough these trils werenot designed to separatal vakiatetme o the accurrence of
analysis for the 2 trils revealed a statistically

s\gmﬂ(an( enertfof SUBVENITE ove piacebo i deloyng the tme o occurrence of

both depression and mania, akhough the finding was more robust for depression.
Figure 1: Kaplan-Meier Estimation of Cumulative Proportion of Patients with
Mood Episode (Trial 1)




Figure 2: Kaplas
Mood Episode (1r

16 HOW SUPPLIED/STORAGE AND HANDLING

'SUBVENITE (lamotrigine tablets. USP 25 mg.
White to off white, round shape, fiat face beveled edge, uncoated tablets debossed with
“2L" on one side and break ine on other side.
Bottie of 100 NDC-69102-301-01
Botti of 6600 NDC-69102-301.02

'SUBVENITE (lamotrigine tablets. USP 100 mg.
Wit o off whke, ound shape, ft face beveked edge, uncoated tablts debossed wih
nd break ine on other side.

ot of 100 NDC-69102-319-01
Bottie of 2500 NDC-69102-319-02
SUBVENITE (lamotrigine) tablets, USP 150 mg
Whtetooff whke, ound shape, la face beveled edge, uncoated tabes debossed whh
reak line on other
ot o 100 NoC 6109150.06

'SUBVENITE (lamotrigine tablets. USP 200 mg.
White to off white, round shape, flat face beveled edge, uncoated tablets debossed with
*20LA" on ane side and breek ne on other sice.
of 1 6910232001
JBVENITE (lamotrigin P Starter Ki for Patients Not Taking Carbamazepine
henyloin, Primidone. or K.

28 mg, white to off whte round shape, lat ace beveled dge, uncosted tablets
debossed with "2L" on one side and break ine on other

0 mg, white to off white, round shape, flat face beveled edgE. uncoated tablets.
om0 o oo o 1ok v o e

Bister pack of 42, 25 mg tablets
7,100 mg tablets  NDC-69102-300-01
Phenytoin or Not Taking Kit).

25 mg, white to off white, round shape, flat face beveled edge, uncoated tablets.
ebossed with “2L” on one side and break ne on other side:

0 mg. whks to ot whts, round shape, fia face beveled edge, uncoated tabets
debonset i SIOLA o ane Sk ane Sreak I on oer sk
Bister pack o 84,25 g Upers

and 14,100 mg tablets  NDC-69102-312-01

SUBVENITE (lamotrigine) tablets, USP Starter Kit for Patients Taking Valproate (Blue Kt)

25 mg, whis o off whke, round shape, it foce beveld e, uncosted tabets
ebossed with “2L” on one side and break ne on other ski

Bister pack of 35 tablets  NDC-69102-306-01
Storage

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

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

Prior to iniiation of treatment with SUBVENITE, inform patients that a rash or other
signs or symptoms of hypersensitivty (e.q., fever, iymphadenopathy) may herald a
serious medical event and instruct them to report any such occurrence to their
heakhcare providers immediately.

‘Hemophagocytic Lymphohistiocytosis
frir o o of restmet wih SUBVENITE form patentstht excessve mure
activation may occur with SUBVENITE and that they shoukd report signs or symptoms

Sich as fever, rash, or ymphadenopathy to a heathcare provder mmedatey
Reactions. Blood Dyscrasias. and Qrgan Falure

Inform pakints that mutirgan bypersenskivy reactions snd acute mutirgan fshre.
oy acbar win SUBVENITE. eoltes g e or Sopted Bood dpscronbe it
velence of mukorgan hypersenskivty may aso occur.Instruct patents to contact e

ediately if they signs or symptoms of these
Condtions [see Warnigs and precautens ¢ 5.5, 551
rdiac Rhythm and Cong normal

Inform patients that, due to its mechanism of action, SUBVENITE could lead to irregular
slowed heart rhythm. This risk is increased in patients with underlying cardiac disease
or heart conduction problems or who are taking other medications that affect heart
conduction. Patients should be made aware of and report cardiac signs or symptoms to
their heakhcare provider right away. Patients who develop syncope should lie down with
raised legs and contact ther heathcare provider [see Warnings and Precautions ( 5.4)]
Suicidal Thinking and Behavior
Inform patents, thek caregivers, and fames tha AEDS, includng SUBVENITE, may
ehavor. to be alert for the
cergence of worsening o symptoms of depression, any unusual changes n mood or
behavior, or the emergence of suicidal thoughts or behavior or thoughts about sef-
harm. Instruct them to immedately report behaviors of concern to ther heatthcare.
providers.

f Seizur
Instruct patients to notify their heakhcare providers if worsening of seizure control
oceurs.

Central Nervous System Adverse Effects.

Inform et tha SUBVENITE may cause dziness, somnolnce, and aer

symptoms and signs of central nervous system depression. Accordingly, instruct them

e o cve .2 nor 50 opercts other complox Trachinery art hey have ganed

SUBVENITE to or not it adversely affects thei

mental and/or motor performance.

regnancy and Nursing

Instruct patients to notify their heakhcare providers if they become pregnant or intend

to become pregnant during therapy and f they intend to breastfeed or are

breastfeeding an infant.

Encourage patients to enral nthe NARED Pregnancy Regsiry  they become progrant

This registry is collcting information about the safety of antiepieptic drugs during

pregnancy. 1o enro, patients can cal th ol free rombcr 1806 3352594 foca Use n

Specic popuitons (5.

Inform patiens who tend o brestfeed that SUBVENITE s present i breast mik and
‘o monitor their chid for potential adverse effects of this drug. Discuss the

et o ek of comining oreastoeeing.

Oral Contraceptive Use.

Instruct women to notify their heakhcare providers if they plan to start or stop use of
orelcontraceptes or oher femlenormonal prepartos. staring estroge contoning
' levels and stoj
ncudng tre pi may squmcan(h/
crease lamotrigine plasma levels [see Warnings ar 9), Clnical
Pharmataiﬂqy (12.3)] . Also instruct women to pmmpny nomy T atheare
provier (eg.
akiwosgh b whie ecening SUBVENTTE i cambion it b
mediations.

Discontinuing SUBVENITE

Instruct patients to notify their healthcare providers i they stop taking SUBVENITE for
any reason and not to resume SUBVENITE without consuking their heakhcare providers.

‘Aseptic Meningitis

Inform patients meningti

their heakthcare providers wmmed-ale\y ey deveio g ond symprams of memmgts
such as headache, fever, nausea, vomiting, stiff neck, rash, abnormal sensiivy to liht,

Toyakga, Chis, confusion, or Growsness whie taking SUBVENITE,

To avoid  mecicaton rfo of using the wrong drug o formation, strangly advise
yels the

patie
correctformatin of SUBVENITE, esch tme they ather rescriton [see Dosa
160 Refer the patent
ot Hectcanon G that proviles depitoneaf the SUBVENITE tabiets
torrent-

Manufactured by:
TORRENT PHARMACEUTICALS LTD., INDIA

Manufactured for:

OWP Pharmaceuticals, Inc., 400 €. Diehl Road, Suite 400, Napervile, IL 60563

8082096 OWOSSUBPI0321 Revised May 2021

MEDICATION GUIDE

'SUBVENITE (Sub-VE-nite) lamotrigine tablets, USP

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

1. SUBVENITE may cause a serious skin rash that may cause you to be
hospitalized or even cause death.

There is no way to telf a mid rash wil become more serious. A serious skin rash
can happen at any time during your treatment with SUBVENITE, but is more ikely to
happen within the first 2 to 8 weeks of treatment. Chidren and teenagers aged between
2 and 17 years have a higher chance of getting this serious skin rash whik taking
SUBVENITE.

‘The risk of getting a serious skin rash is higher if
- take SUBVENITE whis taking valproate [DEPAKENE(valrok ack) or

DEPAKOTE(divalproex sodum)]

« take a higher starting dose of SUBVENITE than your heakthcare provider prescribed.
« increase your dose of SUBVENITE faster than prescribed.

Call your healthcare provider right away if you have any of the following:
. 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 decide if you should continue taking SUBVENITE.
2, Qiner serious reactions, ncluding serious bleod problems or lver

ITE can alst cause ather &ypes of akrgk reactions of serous
o et may aec organs an otnr parts of your bocy ke your ver o biood
cels. You may or may not have a rash with these types of reactions. Call your heakhcare
rouir i vy o0 have oy o hess Syrmprars
o f

« frequent infections
sscle pain
« sweling of your face, eyes, ips, or tongue
« swollen lymph glands
« unusual brusing or bleeding, looking pale
« weakness, fatigue
« yelowing of your skin or the white part of your eyes
- troubl wakig or seeing
es for the first time or happening more often
© ain andlor tenderness in the afea towar G the op of your stomach (enlarged iver
andjor spieen)

n patients with known heart the use of SUBVENITE may lead to
3 e oart peot. Ca your eaiheare proviter rah away T Your: rove s ot
Slow, or pounding heart
+feelyour heart skip & ey

have shortnes ofbreath

ave chest pai

fed ghineades.
4. Lke other antiepllpti drugs, SUBVENITE may cause suickal thoughts or
actions in a very small number of people, about 1 in 500.
Call 2 heskthcare provder right sway I you have any of these symptoms,
especl re new, worse, or worry you

Rrouahis ot suke ot i
attempt to commit suicide

fesing ghoted o restiess

(rouhle \eenmg (nsomni)
w or worse iritabilty
acting aggtesse, being angry, or vikent
actng on dangerous mpues

extreme increase in activity and talking (mania)
Giher unusual changes  benaor of mood

D0t stop SUBVENITE wkhout fst talking to @ heslthcars providar.

 Stopping SUBVENITE suddenly can cause serious prol

« Suicidal thoughts o actions can be caused by things ot ihon medicnes. if you
have SuCal oughts or actons, your heakhcare proviler may check for other
causes

How can | watch for sary symptoms of sulckial thoughts and actions in

myself or a family mes

« Pay attention to any changs, especially sudden changes, in mood, behavors,
thoughts, or feeings.

« Keep al folow-up visits with your healthcare provider as scheduled.

« Callyour healthcare provider between visits as needed, especialy if you are worried
about symptoms.

5. SUBVENITE may cause aseptic meningitis, a serious inflammation of the
protective membrane that covers the brain and spinal cord.

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

unusual sensitivity to light
cle pains

.
« confusior
« drowsiness
Meningltis has many causes other than SUBVENITE, which your doctor would check for
f you developed meningtts whie taking SUBVENITE
SUBVENITE can catas athar sarous side afects.For s Hfomstion s your
. Tel if you have any side

effect that bothers you. Be sure 1o read i Sectio: beow end i et
possble side effects of SUBVENITE?"
6, People prescrived SUBVENTE have sometimes been iven the wrong

icine bec: ames similar to SUBVENITE, so

oays chock thak you vecene SUBVENITE.

‘Taking the wrong medication can cause serious heakth problems. When your heakhcare
provider gives you a prescription for SUBVENITE:

« Tak to your pharmacist to check that you are given the correct medicine.
*+ Each tme you i your prescriptin,check the tabes you receve aganst th pictures
of the tablets below.

Thee peturesshow th dstnctwordng, cors,and shapes of te alets it hep 1o
identiy the righ strength of SUBVENITE tabiets. Immediately callyour pharmackst
et SUBVENITE G et does not ek e one of i 129 Shown baow, 2
You may have received the wrong med<ation

SUBVENITE (lamotrigine) tablets, USP.
Tablet Strength | _SUBVENITE D; Drawing

25mg 2L

100 mg

150 mg

200 mg

What is SUBVENITE?

+ SUBVENITE s a prescription medicine used:

© together with other medicines to treat certain types of seizures (partiakonss
sezure,primary qeneraloed toriclnc seures, generaized  sezures of Lennox-
Gastaut syndrome) in peapl sged 2 yeas and o

Sons anen changog o) other macitine ueed to treat partiakonset seizures in
peopie aged 16 years and afer
 the long-term treatment of bipolar | disorder to lengthen the time between mood

epsodes n peope who have been trsted or maod episodes with other

T ot known f SUBVENITE i sae o efectiven people younger then 18 years with
mood episodes such as bipolar disorder or depression.
+1tis not known if SUBVENITE is safe or effective when used alone as the first
treatment of seizures.

; 1 not known f SUBVENITE i safs o efectve for people wkh mood episodes who
have not akready been treated with other medicine
SUBVENITE shoukd not be used fo acute reatment of manic o mixed mood episodes.

90 pot take SUBVENITE:
jou have had an allergic reaction to lamotrigine or to any of the inactive ingredients
S VENITE 5ot e S of i or 3 cormpees 1t of meregents
SUBVENITE.

Betore taking SUBVENITE, tell your healthcare provider sbout al o your

ith conditions, inclu

- have had a rash o Slerge escuon to another antslzure medicne

« have or have had depression, mood problems, or suicidal thoughts or behavior.

+ havea irory of heart problens o reguir heart bets or any of your famiy

oershave any hert problem, ncluding genet abnormake

« have had ascptic maningite after taking SUBVEN

o kg oracontacepins (oin contrl i) o oher femal hormonal

medicines. Do not start or stop taking birth control pils or other female hormonal

medicine until you have taked with your heakthcare provider. Tel your heakhcare

proviier ¥ you have any changes i your menstrual pattern such as breakthrough

leeding. Stopping these medicines whie you are taking SUBVENITE may cause side

rect oo e S, ek o Coordnation, o double veio). Stathg these

medicines may lessen how well SUBVENITE wt

e bramont o ot écome Bregnant It net known SUBVENITE may harm

your unborn baby. If you become pregnant whie taking SUBVENT

heatthcare provider about registering with the North American Anmepuem nmg

Preanancy Regity. ou can envol i th regitry by caing 18862

pirome of he vayshry st colec formason acowt the safety of aninlopt -

Sruns urng sreonancy

« are breastfeeding. SUBVENITE passes into breast mik and may cause side effects in
2 bresstied baby. f you bresstfeed whdetakhg SUBVENITE, wakch your baby chsely
for trouble breathing, epsodes of temporariy stopping breathing, sieepiness, or poor
Sucking, Callyour babys heancare provider ot awey  you sge any of inese
problems. Talk to your healthcare provider about the best way to feed your baby if
you take SUBVENITE.

1 your heakthcare provider about il the u taks, ncludng
Pvesmplnn "anc Over the.counter metiches, vkamis, and herbel supplemes

e corean Gever lemen ey orack e each sther T oy cause
Serous Sce ahects

nowthe medicnes you take: Kesp a It of them to show your healthcare provier and
pharmacist when you
w shoukl | taks SUBVENITE?
ke SUBVENTT avacty a pre
Your heakhcare provider may renae your dose. Do nat change your dose wihout
taking to your heakhcare p
Bo o stop taking SUBVENITE wehout taking to your hestncareprovcer.
Stopping SUBVENTE sudderly may cause srius problems. For example, f you
have epiepsy and you s1op taking SUBVENITE suddenlysyou may have sezutes that
o nat sop, ak wEh your heakhcare provide about how to stop SUBVENTTE sowh
If you miss a dose of SUBVENITE, take it as soon as you remember. If it s aimost
time for your next dose, ust Sk the missed dose Take fhe next dose o your
reguiar time. Do not t:
u take too much SUBVENITE, cal your heatthcare provider or yourocalPoson
Cen!ml Centeror g0t the nesres Mosptal emergency room rght
u may not feel the full effect of SUBVENITE for seve
o nave eplepsy. el your heakhcare provite fyour Seiures oet worse or i you
ha ety of seiures
« Swalow SUBVENITE w
¥ o v roubl Swolawing SUBVENITE abes,tel your hethcare provider
because there may be another form of SUBVENITE you car
1 you receie SUBVENITE o bister pck,examine the St pack before use 0o
not use f blsters are torn, broken, or ms:

What should | avoid while taking SUBVENITE?
Do not drive, operate machinery, or do other dangerous activites untilyou know
how SUBVENITE affects you

What are the possible side effects of SUBVENITE?

SUBVENITE can cause serious side effects.

See "What is the most important information | should know about
SoaveniTer

Common side effects of SUBVENITE include:



rash
blurred or double vision

lack of coordination
abdominal pain
mfacmns including seasonal flu
sleey
back pa
nousta, vomking

rrhea

stuffy nose.
sore throat

These are not al the possible side effects of SUBVENITE.
Call your doctor for You e to
FDA at 1-800-FDA-1088.
How should | store SUBVENITE?
« Store SUBVENITE at 20° to 25°C (68° to 77°F); excursions permitted to 15° to 30°C
(59° to 86°F) [See USP Controled Room Temperature].
© Keep SUBVENITE and all medicines out of the reach of chikiren.

General information about the safe and effective use of SUBVENITE.
Medicnes are somtimes prescribed for purposes atherthan those ted i 8 Medicaton
. Do not use SUBVENITE for a condtion for which it was not prescribed. Do n
o SUBVENITE o other peopl. e T they have he same symmptoms tht you have. It

may h

g test, SUBVENITE may
another drug. If you require a urie crug screening test el the heakhcare professionl
inistering the test that you are taking SUBVENITE.

You can ask or information
that s wrkten for heath profeesionats

For more information, call 1-800-273-6729.

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

magnesium stearate;
celulose; povidone; and sodium starch giycolate.

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

‘Trademarks are the property of thei respective owners.
Manufactured by:

TORRENT PHARMACEUTICALS LTD., INDIA.

Manufactured for:

WP Pharmaceuticaks, Inc., 400 E. Diehl Road, Suite 400, Napervile, IL 60563,
8082161 OWOSSUBMGI0321 Revised May 2021

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 25 mg
100 Tablets

NDC 69102-301-01

SUBVENITE ™

(lamotrigine tablets, USP) 25 mg

CAUTION: Verify Product Dispensed

ATTENTIO!
Rx Only

: Dispense the accompanying Medication Guide to each patient

-
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Subvenite’
(anotigneabit,USP) 25mg

camox o =

it

L —

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 100 mg
100 Tablets

NDC 69102-319-01

SUBVENITE™

(lamotrigine tablets, USP) 100 mg.

CAUTION:Verify Product Dispensed

ATTENTION:Dispense the accompanying Medication Guide to each patient
Rx Only

p

(lamotigine tablets, USP)  100mg

‘CAUTION: vty Procct Disons
s i oo

b eerest

owp e

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 150 mg
100 Tablets

NDC 69102-150-01

SUBVENITE™

(lamotrigine tablets, USP) 150 mg

CAUTION:Verify Product Dispensed

ATTENTION:Dispense the accompanying Medication Guide to each patient
Rx Only
/

T
Subvenite®
(lamotrigine tablets, USP)  150mg

—

ATTENTION: Dispensa fhe acoomparying
Hiecicaton Guich 0 sach patirt.

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 200 mg
100 Tablets

NDC 69102-320-01

SUBVENITE ™

(lamotrigine tablets, USP) 200 mg

CAUTION:Verify Product Dispensed

ATTENTION:
Rx Only

ispense the accompanying Medication Guide to each patient
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PACKAGE LABEL.PRINCIPAL DISPLAY PANEL -Blue Kit
69102-306-01

Subvente

(lamotrigine tablets, USP) Blue Starter Kit

Contains

35 25 mg Tablets

Subvenite’

{amotigine ablt, USP)

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL -Green Kit
69102-312-01

(lamotrigine tablets, USP) Green Starter Kit
Contains

8425 mg Tablets
54100 mg Tablets
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PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - Orange Kit
69102-300-01

Subvenite

(lamotrigine tablets, USP) Green Starter Kit

Contains

4225 mg Tablets
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Product Type MU PRESCRITION DRUG ke Code (Source)  NDC:55102-301

LAMOTRIGINE (UNI U3427495KS) (ANOTRIGHE - UNIUSRZTAO8KS)  LAMOTRGINE 2ma
LACTOSE MONOMYORATE (Ui: 405705156
wesor

MAGNESIUM STEARATE (1l 10091
(CELLULOSE, MICROCRYSTALLINE (U 0F1320610)

POVIDONE K30 (01 UT250MI326

SODIUM STARCH GLYCOLATE TYPE A POTATO (Ui 5836/36242)

color. score 2pleces
Shape. ROUKD (Round, at ace eveid edgel ize .
Fiavor imprint Code. E
contains

2 0GR 1000 | BOTIE Tope 0 ot Comomeon 53102015

2 HC6902301 5600 0 BOTIE Ty 0 ot Combostsn 10035

§

0070947 oo

LAMOTRIGINE (UNI U3427493K5) (ANOTRGHE - UNIUSRZTAO8KS)  LAMOTRGNE 100mg

HYDRATE (U Ev057081%)
MAGNESIUM STEARATE UM 700971600
(CELLULOSE, MICROCRYSTALLINE (U 0PLS20810)
POVIDONE K30 (01 UT250M1326

'SODIUM STARCH GLYCOLATE TYPE A POTATO (LN 585636242

ot wnie
ROURD (Round, at ce beveld edgel

Contains
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ProductType MU PRESCRFTION DRUG tem Code (Source) nociss102:300

Packaging
m Code ackage Description. Marketing Start  Marketing End
# tem Cod Package Descriptior =

R in L BUSTER PACK Type 0 ot Combination

Quantity of Parts.
part# Package Quantity Total Product Quantity

Part 1of 2

SUBVENITE
lamotrigine tablet

Product Information
o Code (Source) nociss0z319
Route of Administration oA

Active Ingredient/Active

Ingredient Name. Basis of Strength  Strength
LAMOTRIGINE (UM U3H42749K5) (ANOTRGHNE - UNIUMZIAO8KS)  LANOTRIGNE 100mg
Inactive Ingredients.

Ingredient Name. strength
LACTOSE MONOYDRATE (Ui: 405705156

(CELLULOSE, MICROCRYSTALLINE (Ui 0911520810

POVIDONE K30 (Ui U7250M1320

SODIUM STARCH GLYCOLATE TYPE A POTATO (Ui: 5856:3G242)

Product Characteristics

e (e off whe) score 2 e
shape ROURD (Round, at ace beveld adgel size o
Fiavor Imprint Code 10

Marketing Information

Marketing  Application Number or Monograph  Marketing Start  Marketing End
gory itation ‘ate

on mosorsowT ounans

Part 2 of 2

SUBVENITE

lamotrigine tablet

Product Information
Hem Code (Source) nocie9102.301
Route of Administration  oRL

Active Ingredient/Active Moiety

Ingredient Name. Basis of Strength _ Strength
LAMOTRIGINE (UM U3427435KS) (ANOTRGHNE - UNIUSZTASBHS)  LWOTRGNE 25
Inactive Ingredients.

gredient Name strength
T0SE MONOYORATE (U: 405706156
(CELLULOSE, MICROCRYSTALLINE (Ul OF1320610)
POVIDONE K30 (Ui UT250WN32)
SODIUM STARCH GLYCOLATE TYPE A POTATO (Ui 5856:36242)

Product Characteristics
color. e et off whte) Scor 2 pieces
Shape ROUKD (Raund, it face boved edel size o
Flavor Imprint Code £y
contains

Marketing Start  Marksting End
Date ate

ownanos

Marketing Marketing Start  Marketing End
Category. ‘Date ate

o 0s070947 ounsnos

SUBVENITE

lamotrigine kit

Product Information

ProductType MU PRESCRFTION DRUG tem Code (Source) nocisoi02312
Packaging

o CTETE D Marketing Start  Marketing End
# tem Cod Package Descriptior =3 =
3 NDCOIOZIZ 1443 packace, couamaTION ounaons

rs
Package Quantity Total Product Quantity

0
Part10f 2
SUBVENITE
lamotrigine tablet
Product Information
e Code (Source) Nociesi0219
Route of Administration oA
Active Ingredient/Active Moiety

Ingredient Name. Basis of Strength _ Strength
LAMOTRIGINE (UM U3427435K) LANDTHGHE - UNIUMZTAS0HS)  LWOTRIGNE 100mg
Inactive Ingredients.

ingredient Name. strength

.
LACTOSE MONOYORATE (Ui 405706156

MAGNESIUM STEARATE (U1l 700571550,

(CELLULOSE, MICROCRYSTALLINE (Ul OFLS20610)

POVIDONE K30 (Ui UTZ50WI326)

SODIUM STARCH GLYCOLATE TYPE A POTATO (Ui 5856:36242)

Product Characteristics
cotor. e et off whte) Scor 2 pieces
Shape ROUND (Raund, it face boveed ede) Size. s
Flavor Imprint Code 10
contains

Marketing Start  Marksting End
Date ‘Bate

ownanns

Part 2 of 2

SUBVENITE
lamotrigine tablet

Route of Administration O

Active Ingredient/Active Molety
Basis of Strength  Strength
LAMOTRIGINE (UNI U3427498K5) (ANOTRGHE - UNIUSFZIA08KS)  LANOTRIGNE 2m
Inactive Ingredients.
Ingredient Name. strength

LACTOSE MONOMYORATE (Ui: 405705156
MAGNESIUM STEARATE (UM 700971650,

(CELLULOSE, MICROCRYSTALLINE (U 0FLS20810)

POVIDONE K30 (Ui U7250M132)

SODIUM STARCH GLYCOLATE TYPE A POTATO (Ui: 5856:3G242)

Product Characteristics
color e e o ft ) score 2 pices
ROUND (oun, it fce beveie ecge) site
imprint Code 21
contains
Marketing Information
Marketing  Application Number or Monograph  Marketing Start  Marketing End
Category ‘Chation. ate Bate
non woagress: ovnazme
Marketing Information
Marketing  Application Number or Monograph  Marketing Start  Marketing End
Cotegory Chtation a ‘ate
SUBVENITE
lamotrigine kit

Product Information
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P —— oo
R 1101 BUSTER PACK: T -t  Combiraton
Hod

LAMOTRIGINE (Ut U3H27498KS) (AHOTRIGINE - UNIEUSHZ7ASSS ) 25mg

HYDRATE (Ut EV0370815%)
o)
LYCOLATE TYPE A POTATO (Lt 856362421

e (e to o whie) 2 pieces
ROURD (Round, at 3cc boveed ede) omm.
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