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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS SKIN RASHES.

SUBVENITE can cause serious rashes requiring hospitalization and

discontinuation of treatment. The incidence of these rashes, which have

included stevens-johnson syndrome, s approximately 0.3% fo 0.0% in

ic pationts (sged 2 to 17 years) and 008 to 0.3% In aduks
m.mng SUBVENITE. One rash-related death was reported in a
prospectively folowed mmn of 1983 pediatrc patients aged 2 to 16
years) wi aking SUBVENITE as adjunctive

Yroviwide posmarmm experianc, rars cases of toxic ep

necrolysis o e hawe baen roporead i adul and
ieree, It Sheh mumers are to fow Lo perran o precie

Ctimate ot the rate.

In addition to age, factors that may increase the risk of occurrence or
hesovariy of raihcaused by SUBVENITE nclude (1) cosdminiatration
of SUBVENITE with valposte (ncludes valpra scid and cvapro

odium ecding the recommended intial dose of SUBVENITE, (3)
exceeding the re(ommended dose escalation for SUBVENITE, or (4) the

presence of the HLA-B*1502 allele However, cases have occurred i the
absence of these factors.
Nearly all cases of fe-threatening rashes caused by SUBVENITE have
occurred within 2 to & weeks of treatment iniation. However, isolated

. 6 months).

‘Accordingy, duration of therapy cannot be relied upon 25 means to
predict the potential risk heralded by the first appearance of a rash.
Although benign rashes are also caused by SUBVENITE, it is not possible
to Dredk( reliably which rashes will prove to be serious or life
- Accordingly, SUBVENITE should ordinarily be discontinued at
the st sign of rash, uniass the roch i claarly not drug oited:
Dicontinustion of treatment may not prevent & rash from becoming fe
threatening or permanently disabling or disfiguring [see Warnings and
Precautions (5.1)] -

1 INDICATIONS AND USAGE
1.1 Epilepsy

Adiunctive Therapy.

SUBVENITE s indicated as adjunctive therapy for the folowing seizure types in patients
aged 2 years and okler:

- partaronset sezures.

« primary generaiized tonic-clonic (PGTC) seizures.

© Gancrolota seizores o Lonnox.Gastaut syndrome.

Monotherapy.

SUBVENITE s nicted or conversionto manatherapy naduks (aged 16 years and

older) with partiaFonset seizures who are receiving treatment with carbamazepine,
Phenytoin, prenabaresal primeond. o vaproate 3 the £mgl okt areg (AED).



Safety and ffectivencss of SUBVENITE have not been establshed (1) as il
monotherapy; (2) for conversion to monotherapy from AED other
Cavbamaepia. phension. shencbarbia, primdane. o vaproate,of 3 for
simutaneous conversion to monotherapy from 2 or more concomitant AEDSs.
1.2 Bipolar Disorder

SUBVENITE s ndcted for the matenance vestment o bpolr | dorder to oy the

time to occurrence of mood episodes (depression, mania, hypomania, mixed episodes)

inpatens reated for acute mood spsodes wkh andord oy fote it Stades (
4.2)]

Limitations of Use

‘Treatment of acuts manic o mised eplsodes & not recommended, Efectvencss 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 suggestions that the risk of severe, potentialy lfe-threatening rash may be
incressed by (1) coaaminstaton of SUBVENITE wih vaproste, (2) exceedng the

escation or suavgmr( oo oo hove sceuntod i the gosencel these.
factors. Warning]. Therefore, it s important that the dosin
ecammendations. be fetawad Cose

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

SUBVENITE Starter Kits pr at doses the
Hration schedue for the frst 5 weeks of treatment, basee Upon concomkant
medications, for patients with epiepsy (older than 12 years) and bipolar | disorder
(2dukts) and are intended to help reduce the potentialfor rash. The use of SUBVENITE
Starter Kits i recommended for appropriate patients who are starting or restarting
SUBVENITE (see How Supplied/Storage and Handing (16)]

It s recommended that SUBVENITE not be restarted in patients who discontinued due to

SUBVENITE the need o restart wih he kil dosing recommendations shoud be

assessed. The greater the nterval of time since the previous dose, the greater

Consderaion shoul Gt fotarin i he Gosing recommendatons. f >

patient has discontinued lamotrigine for a period of more than 5 hal-fv

e Smended i ol fosing focomrmendatore and gudaine b foloed, The hll-

Ife of lamotrigine i affected by other concomitant medications (see Clnical

Pharmacology (12.3)].

‘SUBVENITE Added to Drugs Known to Induce or Inhib Glucuronidation

pecause amotriane s metaboized predominantly by hiuronic acd conugaton drugs
may affect

ot Gine, rups tht nauce Dbcaronkagon ki arbarmazese, oenvton:

lphenobarbical, primidone, rfampin, estrogen-containing products, including oral

obroate ks gueuonidoon. For dosing consderatons for SUBVENIT 1 patnts
cts, including

et ane Tab 13, Fo ey coneiietatons for SUBVENITE 1t patents on otter

ldrugs known to induce or inhibt glucuronidation, see Tables 1, 2, 5 o 6, ar

‘Target Plasma Levek for Patients with Epiepsy or Bipolar Disorder

A nerapeutic plasma concentration range has not been establshed for amotrigne.
Dosing of SUBVENITE should be based on therapeutic response [see Ciin

Prarmecoiogy (123,

Women Taking Estrogen-Containing Oral Contracepti

Starting SUBVENITE in Women Taking Estrogen-Containing Oral

have been shown to
increase the clearance of lamotrigine, no adjustments to the recommended dose-
escalation gukdeines for SUBVENITE should be necessary sl based o the use of

(12.3)]. Tnerefore,
shouid follow the intiating adjunctive
therapy wih SUBVENITE based on the concomkant AED or {oiner concombont
Tables 1, elow for adjustments to maintenance doses

GF SUBVENITE i women taking estrogen-containg ofal contraceptes.

Adjustments o the Mantenance Dose of SUBVENITE in Women Taking Estrogen-
Containing Oral Contraceptives:
(1) Taking Estrogen-Containing Oral Contraceptivesin women not takin
arbamasepie, prenytoin, phenosarbral, primidone, o other drugs such as rfampin
an an that induce.
amatrighe gicuroniaton, e maenance dose of SUBVENITE i most cases e
be ncreased by as m fokd over the recommended target maintenance dose.
1o a2 contirent ametigne ooma v fsee Drag nesocuons (). Cncel
Pharmacology (12.3).
(2) Starting Estrogen-Containing Oral Contraceptives: In women taking 2 stable dose
of SUBVENITE and not taking carbamazepine, phenytoin, phenobarbil, primidone, or
ther drugs such as rfampin and the protease nhitors opinavirrtonavir and

witin
most cases need to be increased by as much as 2-fold to maintain a consistent
lamotrighe plasmalevel see Drug nterctions (), Cincal Pharmacology (12.9). The
in at introduced
ond contive, ot an cEvkalresponse, o more gl th 3010 100 mgiday every
creases shouklnot exceed the recommended ate (sce Tables 1 20 5)

oot v ciinical eones Grad
ot mereases b g patma el oy oceur durng the week of inactive
Hormonal preparaton (skree week), and these increases wil b greatr I doze
nereases bre made n the days before or during the week of hactwe harmonal
preparaton ncrensed Bmumgme o vl could resul in addrionalscverse
eactions, such as dizziness, ataxia, and diplopia. If adverse reactions attributable
m suavsws consmmry sccur durng me pikiree week. ‘Gose aapstments t the
imited to the pil-free
e mok vetormend For wormon voin; SOVERITE . adction to
rasmerepine shonyoh phenosorsta. primdone,or other drugs such a fampin

lamotrigne glucuranidaton, no st to T doce of SUBVENITE shouid b
y [see Drug Interactions (7), Clnical Pharmacology (12.3)]
(@) stoppig Estrogen-Contanig Oral Contraceptives: n women t aking
arbamazepine, pherytoin,phenobarbtal, primidone, o oher drugs such s fampin
at induce

Iamomqne hicuroniation, the mantenance dose of SUBVENITE it coses nesa
e dec y as m. 50% b ordr to maitan o conste: et

v tee B 3L
e o SUBVENITE Shbuld ot axeond 350 o e s Ay 4oz per sk over 5 3
week period, unless.

Clnical Pharmacology (12.3)]. In women taking SUBVENITE i addtion to
Cartarazenhe,pherytoin, henobrbisl primdons, o other drugs such ¢ rfampin

Emotiain Glocuronidatin, o lvstment o th doce of SUBVENITE shouk b
necessary [see Drug Interactions (7), Clinical Pharmacology (12.3)]

[Women and Other | Contraceptive Preparations or
[herapy
[Tme efect o otner preparations or

erapy (HRI) on the pharmacokinetcs of amotrigine has na been systematicaly

jated. Other estrogen-containing therapies, such as HRT, may interfere with

Ermotrigne_Thercors,oce ikl monkonm on eHecthences o ITE with
be ni Precauti 9. It has been

reported that not . ncreased lamotrigine

lup to 2-fold, and lev
[Terefore adustments 1o he e ot SUBVENITE n the presence of progistonens
lalone wil ikely not be needed.

Patients Taking Atazanavir/Ritonavic

does red no
sdstments o th recommended dose-escalaton gudeines for SUBVENITE shoud be
necessary solel based on the use of atazanaviirtanauir. Dose escalatin shod folow
the recommended qudenes for nkiatng adurcive herapy wth SUBVENITE based
Concomaant AED oF othe concomiant mediatons (oee Tanies 1. 2. and 3) " nauems
aiready taking maitenance doses of SUBVENITE and not taking ghicuronidad
inducers, the dose of SUBVENITE may need to be increased if atazanawr/rlunamr s

s discontinued [see

23]
Patients with Hepatic Impairment

Experience in patients with hepatic impairment s limited. Based on a cinical
phormacology sty n 24 subects wih mki moderote nd severeer mparment the

e Froemacoiosy (123 No aosage S pisiment & nestet o pamms with mid ver
impairment. Initial, escalation, and maintenance doses should generall be reduced by
approximately 25% in patients wnh moderate and severe uer mpairment wthout
ascites and 50% in patients with s impairment with ascies. Escalation and
aernes dansmay o sl actording ro Emeeresponce.

B Impairm

Intial doses of SUBVENITE should be based on patients' concomitant medications (see
Tabls 1to 3 and 5, recuced maptenance doses may be effecte fo patlens wth
significant renal imparment [see Use in Specific Populations (8.7), Clnical Pharmacology
(12.3)]. Few patients with severe renal impairment have been evaluated during chronic
treatment with SUBVENITE. Because there is inadequate experience i

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

‘Discontinuation Strategy
Eplepsy:For patients recening SUBVENITE iy combinaton i other AEDS, 3 re-
evaluation of all AEDS in the regimen should be considered if a change in seizure control

T appetance ot asening of st reoctone & soserves
1t 2 decion s mads to dscontinuetheapy wh SUBVENITE astep-wis eductin of
dose over atleast 2 wesks (approximately 50% per week) s recommended unles

Saley Concerns recuie a more rapk whhcrawa (e Warrings and Precautions (-101.
Dicontinung carbamazepine, hnyton, phencbarbial priidone, or other drugs such
as rifampin an an

induce lamotrigine glucuronidation should prolong the hair-Ife of amotrigine;
discontinuing valproate should shorten the half-ife of lamotrigine.

Bipolr DisorderIn the controled cinicaltrias, there was no increase in the ncidence,
type. or severy of adverse reactions folowing abrupt termination of SUBVENITE. In the
clnical development prograr i adults with bipolar disorder, 2 patients experienced
sezures shorty after abrupt withdrawal of SUBVENITE. Discontinuation of SUBVENITE

shou ivole  step-wise reducto of dose aver ot et 2 weeks (spproximately SO%
per week)unless safety concerns requie a more rapid iharawa see warmings
Precautions (5.

2.2 Epilepsy-Adjunctive Therapy

“This section provides specific dosing recommendations for patients older than 12 years.
and patients aged 2 to 12 years. Within each of these age-groups, specific dosing
ecomm s or othe

concomitant medications (see Table 1 for patients oider than 12 years 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 i Table 3

‘Patients Okder than 12 Years.
Recommended dosing guideines are summarized in Table 1.

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

In Patients NOT TAKING C: Phenytoin, Patients TAKING Carbamazepine, Phenytoln, Pherobarbital, or Primidone
In Patients TAKING Valproate @ b, or Valproate 2 1 NOT TAKING Valpro

Weeks 1 and 2 25 mg every other day 25 mg every day mo/day
Weeks 3and 4 25 mg every day 50 mg/day 100 mg/diyhr\ 2 divided doses)
Week 5 onward to maintenance Increase by 25 to Increase by 50 mg/day every 1 to 2 weeks. Increase by

50 mg/day every 1 to 100 mg/day every 1 to 2 weeks.

2 weeks.

Usual 100 t0 200 mg/day with vaigrosts sions 225 to 375 mg/daylin 2 divided doses) 300 to 500 mg/day(in 2 divided doses)
maintenance 0 mg/day with valproate
dose other drugs that induce ghucuronidasion(n s o1 dvide doses)

aproat has been shown to ik hicuronkaton and decrease the apparent
clearance of Interactions ( 7), Ci (123)].

b Drugs t . other than the
e ed AEOR nchae etrogen contaning ora (on(racenmes mampm, and the

roduce
Inhitor stazanavtrtonevicon be found n General Dosig Consslerations (sec Dosage
[ind Ackmimetraton ( 2111 Patients on rfampi and the prorease inhoeor
id folow regimen used

with AEDS that and
Wdministration ( 2.1), Drug Interactions ( 7), Clinical Pharmacology ( 12.3)1.
B r:
Recommended dosing guideines are summarized in Table 2.



Lower starting doses and slower dose escalations than those used i cinical trials are.
recommended because of he suggestion tha th rK ofrash may b decrease by
scaiations. Therefore, maintenance doses wil
take onger 1o reach I Cllcal practice than i cinical i, It may take Severdl wesks to
months to achieve an indwidualized maintenance dose. Maintenance doses in patients
wegting <30k, egarclecs of age of Concomtant AED, may heed to be nreased 25
h as 50%, based on clinical response.

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

In Patients TAKING Valproate @ I Patients NOT TAKING Phenytoin, Patients TAKING Phenytoin,
®, or Vaiproate band NOT TAKING Valproate 2
Weeks 1and 2 0.15 mg/kg/day in 1 or 2 divided 03 mgrkwa-y n1or 2 dvided 0.6 mg/kg/day i 2 divided doses,
doses, rounded joses, rounded dow rounded down
down to the nearest e rarest wmol. nearest whoe tablet
whole tablet (s tablet
Table 3 for welght-based dosing guide)
Weeks 3and 4 0.3 mg/kg/day i 1 or 2 divided 0.6 mg/kg/day i 2 divided doses, 1.2 mgfkoyday in 2 dhided doses,
doses, rounded rounded down to the unded down to t
down o the nearest nearest whole tablet jisbebreibain

et (see
Table 3 for weght-assed dosing gude)

Week 5 onward to maintenance The dose shoukd b The dose should be increased every 1 to The dose shoud be increased every 1 to
ncreased every 110 2 weeks as folows: cakulte Zwesks Tolows: cocuate
2 weeks as follows: 0.6 mg/kg/day, round
calculate 0.3 majkg/day, this amount down to s St own o
unt the nearest whole the nearest whole
down o the nearest tablet, and add this tablet, and add this
and amount to the amount to the
add kh\s ammm! to previously previously
the previously administered daly administered daly
adminstered doy dose. dose.
dose,
Usual maintenance 1 to 5 mg/kg/day (maximum 4.5 t0 7.5 ma/koyday (maximum 300 5 to 15 mg/kg/day (maximum 400
dose 200 mgjdey i 10r2 a/day 2 dvkied mafday in 2 diided
vi es) doses)
140 3 maikgiday win Yabroate done
May need to b May need to be May need to be
increased by as increased by as much increased by as much
Maintenance dose in patients much as 50%, based 25 50%, based on as 50%, based on
<30kg on clincal response. clinical response. clincal response.

Note: Only whole tablets should be used for dosing
2Valproate has been shown to inhibic glucurondation and decrease the spparent
(12.3)].

clearance of Interactions ( 7), Ci

b Drugs that . other than the

peched AEDS, ncude estrogen contaiing ora conlraceplrves rﬂamp\n, and the
products, ncludng and the protesse

lnnitor in be found in

[posage and Acmnstation 12 7)) Patients on rampi and the pmtease \nmblur

shou imen used
with AEDS that

Ieiminiiroton (3.5 Do imevsctons () ChveotSharmacoioy (V331.
Table 3. The Initial Weight-Based Dosing Guide for Patients Aged 2 to 12 Years Taking Valproate (Weeks
1to 4) with Epilepsy

this dally dose, using the most appropriste combination of lamtrigin 2-
e patient's weight i and 5.mg &

[
Greater than And less than vesks 1 and 2 Weeks 3 and 4

kg 2 mg every other day 2 mg every day
141kg 27kg 2 mg every day 4 mg every day
27.1kg 34kg g every day 8 mg every day
341kg 40 kg 5 mg every day 10 mg every day

Usual Adiunctive Maintenance Dose for Epiepsy.
“The usual maintenance doses identified in Tables 1 and 2 are derived from dosing
regimens employed in the placebo-controlled adjunctive trials in which the efficacy
of SUBVENTTE vae estah“shed In patients receiving multdrug regimens employing
lproate, maintenance
doses.of “suncie SUBVENITE 56 high a5 700 mojday v been used. n ptients
as high as 200

Tngiday have bean use using
T oS oot btan cetabihed i comretes wat

2.3 Epilepsy-Conversion from Adjunctive Therapy to Monotherapy.

‘The goal of the transition regimen i to attempt to maintain seizure control whiie
mitigating the sk of serious rash associated with the rapid titration of SUBVENITE.
Therecommended mantenance dose of SUBVENITE as monotherapy & 500 mday
given in 2 divided dost

T incrsased rsk of ash, th recommended ks doseand subscauent dose
eScalations for SUBVENITE shouki not be excesded fsee Boxed Warmngl

Phenytoin o

onversion r Therapy with Ce
Eoimidons 12 Manoiheram whs SUBCENITE
After achieving a dose of 500 mg/day of SUBVENITE using the uideines in Table 1, the
concomitant enzyme-inducing AED should be withdrawn by 20% decrements each week
over a 4-week period. The regimen for the withdrawal of the concomitant AED is based
on experience gained in the controled monotherapy clinical tril

Conversion from Adjunctive Therapy with Valproate to Monotherapy wth SUBVENITE
The conversion regimen involves the 4 steps outined in 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 1Achieve a dose of 200 mg/day according to guideines in Table 1. Maintain establshed stable d

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

250 m/day and maintain {for 1 week
Step 4increase by 100 mg/day every week to 500 mad

Conversion from Adjunctive Therapy with Antiepieptic Drugs other than Carbamazepine.
Phenytoin, Phenobarbal, Primidone, or Valproate to Monotherapy with SUBVENITE

o spectic dosig guideines can be provided for conversion to monothera
i SUBVENITE wih AEDS othe than carbamazepine, phanyioi, phenobarbical,
Do o vaproste

2.4 Bipolar Disorder
The goalof matenance trestment th SUBVENITE i to deay the time o occurrence of
mood episodes (depression, mania, hypomania, mixed episodes) i patients tr

e oo cysodba i St evapy oce st ond Usoae 8.2

Patents taking SUBVENITE or more than 16 eeks should be peribdicaly reassessed to
he need for maintenance treatment.

Aduts.
e torget doseof SUBVENITE 200 mgjdey (100 moiday o ptiets taking varoate,
which decreases the apparent clearance of amotrigine, and 400 mg/day

kg vapronte and kg ekher carbamazcome, Bhenytan. phonebar kol prmdon,
or other drugs such as rifampin and the protease nhibitor lopinavir/rtonavi that
increase the apparent cerance of amotrine). nthe cicl s, doses Up 10 400
mgiday as monotherapy were eve . no additional benefit was seen at 400
oy compared i 500 iy focs el e (1490 Aecordngy doses
above 200 mgday are not recommended.

Treatment with SUBVENITE is introduced, based on concurrent medications, according
to the regimen outlined in Table 5. If other psychotropic medications are withdrawn

i equal weekly increments (see Table 6). In patients discontinuing carbamazepine,
phenytok, phenabarbial primidone, or ther rigs such 3 rfampn and the protesse
inhibitors

glucuronidation, the dose of susvwrs Should remain constant fo the frst week and

hen shouldbe decressed by hiafaver 2 2.k period i cqe weekd decrements (see
)T dose of SUBVENITE may then b frther adjusted fo he trget dose (200

oY o o, leatet

1 ther arugs are ubsequenty ntrodced,the dose of SUBVENITE may nesd o be

adjus particulr, the introduction of valproate requires reduction i the dose of

SUBVENITE Toce brug Interactions (7, Cincal Pharmatology (1291

To auoi an creased ik of rash, th recommended nital dose and subseauent dose

escalations of SUBVENITE should not be exceeded [see 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 b, or Valproate * band NOT TAKING Valproate ®

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 daly, in divided doses

Weeks. 50 mg daly 100 mg daiy 200 mg daly, in divided doses

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

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

2 Valproate has been shown to inhibit glucuronidation and decrease the apparent
clearance of lamotrigine [see Drug Interactions (7), Clinical Pharmacology (12.3)]

© Drugs that and . other than the
lspecified AEDs, includin
pifampin, nd the protease inhibtors \opmav\r/ntansvw and atazanavir/rtonavir. Dosing

fcan be found in Genera\ Dosing Cansneramns Isse Dosage and Administratior
(2.1 parnes on rfamomn and the rotese btor pnaveeonavi Shouki folow the
same dosin = that

B mraans lranc [ Dosoge and admmssation (5.1 g inierscions (1

Cinical Pharmacology (12.3)]

Table 6. Dosage Adjustments to SUBVENITE in Adults with Bipolar Dis ing Discontinuation of pic Medications
Discontinuation of Psychotropic Drugs (excluding Valproate
2,Carbamazepine, Phenytoin, Phenobarbital, or Primidone b)  After Valorosta® _ afte Discontinuati ine, Phenytoin, or Primidone®
Current Dose of sulvEmYE (mg/day)1 Current Dose of SUBVENITE (mg/day)d00
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

2Valproate has been shown to inhibit glucuronidation and decrease the apparent
clearance of lamotrigine [see Drug Interactions (7), Clinical Pharmacology (12.3)]

 Drugs that and . other than the
specified AEDs, including
pfampin, nd the protease inhibtors \opmav\r/ntonav\r and atazanavirrtonavir. Dosing

o ea o b Generl s Conae ot e e and acrmnivat

(2.0, patnts o cfampinand the prtease nhikor pmavirtonavi Shouki folow the

same dosin

B mraans clranca [ Dosoge and admmtsation (511 g Iierscions (1
Inical Pharmacology (12.3)]

3 DOSAGE FORMS AND STRENGTHS.

3.1 Tablets
25 mg, white to off white, round shape, fat face beveled edge, uncoated tablets
debossed with "2L" on one side and break fine on other side.

100 mg, whike o offwhike, round shape, i face beveld edge, uncoated tabets
debossed with "LOLA" on one side and break ine on other side.

150 mg, white to off white, round shape, flat face beveled edge, uncoated tablets
ebossed with "15LA" on one side and break ine on other side.

200 mg, white to off white, round shape, fiat face beveled edge, uncoated tablets
debossed with "20LA" on one side and break ine on other side.

4 CONTRAINDICATIONS.
SUBVENITE is in patients who (e
rash, angioedem: , extensive prurius to the drug o
S oredents [se Boxed Warning, Warmings and Precautons (5.1, 5.1

5 WARNINGS AND PRECAUTIONS

5.1 Serious Skin Rashes [see Boxed Warning]

or Primidone



‘Pediatric Population

serious rash and of
SUBVENITE 1 » prospectvel olowsd cohor o pedric patnts (g2 2o 17 years)

takng suavsuws 25 adunctive therapy Auamnsuy, e nave beon fa cases of
idermal necrolysis (TEN) with and without permanent sequelae and/or death in

U5 el foregn postmarketng experence.

There s evidence thatthe ncuson of valroste i » mutirug regimen ncreases the ik

of serous, potentisly e-threateningrash n pedtrcpatiets. In peditric patrts wh

used vaproate Toncomeanty for apkepey, 155 (6o 282) experienced & serious rash.

mparc win 0.6% (6 of 952) patents hot taking vapro
Adutt Popuiation
Serious rash associated with hospitaization and discontinuation of SUBVENITE occurred

manatheray ond D13% (2 of 1556)af o parts wh roced U

arduie pasAing obronce rore e of rosheited desen have baen
reported, but their numbers are too few to permit a precise estimate of the rate.

fmong therasheskading o hospalaton were StoversJohnscn syndrame, toxic

g
e Wanigs ond precastons (551
n:
Jconcomitant Use of Valproate
Thre s sdence it th nckuson ofvaproaein 3 U regnen ncrases therk
serious, potentialy iife-threatening re in adults. Sy ically, of
it 8 SUBVENITE whn vaproie héplcpey kel ok, & (1% ware hosplalzed
I scocton vk st contat, 4 0.16%)of 2308 clncal il atents s
Volunteers adminitered SUBVENITE n the absence of v aized.
ot it Htory of A1 o Rt Ot At o
[T o rah y b cresd i paits w3 istryof rgy o s o ter
€05

ot Adhering to the Recommended Dosage

ek ofras s ncrease by botn exceedng the ecommendod il doseof
SUBVENITE and exceedng the recommended dose escalaton for SUBVENITE.

Patients with Genetic Variant Human Leukocyte Antigen (HLA)-8+1502 Alele

[Retrospective case-control studies in patients of certain Asian ancestry (e.g., Han

(Chinese and Thai suggest that the HLA-B+1502 alele 8 associated with an creased

Irisk (approximately 2-3 times higher) of developing Stevens-johnson syndrome

((S)S)toxic epidermal necrolysis (TEN) in patients using lamotrigine. The risks

lbenefts of therapy shouid be weighed when considering use of SUBVENITE n patients

patien managemert. Many HLA-51502 positive patents reated wih SUBVENITE wi

occur I HLA-5+1502 negatwe patents of any etmicky.

5.2 Hemophagocytic Lymphohistiocytosis
Hemonnagocytc \mphonisticytosis (HLH) has occurred  pedtric nd adut patients
taking SUBVENITE for various indications. HLH i a ife-threatening syn
pathologic mmune actvaton characterized by cnical Sone ond Symprome o wxreme
systemic inflammation. It & associated wi mortlty rtes i not recognized eary
andlrested. Common fndings nclude !ever Nepmtoupienomeaaly. o,
ymphadenopathy. neurolgc sympfoms, cytopenias. high serum =
Rypertriohrcercioni, and iver function and €0bguiation Sonormattes, In cases of HLH
reported win SUBVENITE, patients have presented wih signs of systemic fommatin
(fever,rash hepstosplenomegaly, and organ system ysfunction) and blod dyscrasies
o e o e cccur A 1o 34 oy Fokoin e i
ineatment. Patints who develop earty manfestations of patobgk: immune a:wamn
should be evaluated immediatel, and a diagnosis of HLH should be consider
SUBVENITE should be dscontinued i an et cicogy ot the Sgmeor symptoms
cannot be estal

5.3 Multiorgan Hypersensitivity Reactions and Organ Failure

Mukiorgan hypersensitivity reactions, also known as drug reaction with eosinophiia and

systemic symptoms (DRESS).Nave occurred weh SUBVENITE. Some have been ftalor

fe threatening. DRESS typicaly, akhough not exclusivel, presents with

il mBiSdenopaty P a0t WY et ardo Syt nvolement < su(n as

hepatis, nephrits, hematologic abnormaities, myocarditis, or myosts,

resembing an acuie il fecton. Eosioph s often present, T eoraer & variabe
‘expression, and other organ systems not noted here may be involved

Fatates associted wih acute mutorgan (aireand varus degrees of hepat faure

have been reported in 2 of 3,796 adult patients and 4 of 2,435 pediatric patients who

receved SUBVENITE i pllpsy chcal . R fatates from euKiorgan fakure have

also been reported in postmarketing us

Isolated fver fallure without rash or involvement of other organs has also been reported

with SUBVENITE.

Itis important to note that early manffestations of hypersensitiiy (e.q., fever,

be discontinued if an aernative etiology for the signs or symptoms cannot be
abished.

P o it of vesmentwih SUBVENITE,th patent 2wl be nstruced it o
rash orother signs o symptoms ofypersensiiviy (e, fever, ymphadenopathy) may
Rerad  serious medical event and tha e patient Shoud report any Such ceurrance
o a heathcare proveler mmediate.

5.4 Cardiac Rhythm and Conduction Abnormaiities
In vitro testing sh exnibts Class 18

activity at
(12.2)]. Based on
these i iro findngs, SUBVENITE o i vermreuer conducton (widen QRS) and
induce proarrhythmia, which can lead to sudden death, in patient clinicaly
Important uctTal 9 Tnciona eors scace (6. patl i hear Tl valuor
heart disease, congental heart disease, conduction system disease, ventricular
Sy oraes hnTEoEAES (2.3, BFugats Synarome] kel iportnt

mvovtar\[ structualor functonal heat disease mustbe crefuly welghed aganst the
risks for serious arrythmias and/or death for that patient. Concomitant use of otf
£o0km channel ockers may further Ncrease the 15K of proarrhythma

5.5 Blood Dyscrasias

There have ben reports o boad dyscrasas that may or may not be assocated wih
mukiorgan hypersensttvity (also known as DRESS) [ see Warnings and Prec:
T35 Trese Rave mccieh hesropenin, Bkopent, snemi trmmocytopent,
pancytopenia, and, rarely, aplastic anemia and pure red cell apiasia.

5.6 Suicidal Behavior and Ideation

Antiepiieptic drugs, including SUBVENITE, increase the risk of suicidal thoughts or
behavior in patients taking these drugs for any indication. Patients treated with any AED
for any indication should be monitored for the emergence or worsening of depression,
suicidal thoughts o behavior, andjor any unusual changes in mood or behavior.

ook onlyss of 199 placeb controled clnica o (monotheragy and adinctie
therapy) of 11 different AEDs showed had
ooty s therk (aared R R LB 5B CUL227) o st
thinking or behavior compared with patients randomized to placebo. In these rials,
which had a median treatment duration of 12 weeks, the estimated incidence of suicidal
behavor or deaton among 27,863 AED-treated patnts was 0.43% compared wih
0.24% among 16,029 placebo-treated patients, representing a of
approximatey 1 case of sucidal tinking o beflavor for every 530 patients treated

4 suiides in drug-treated patients in the trials and none in placebo-treated
patients, it the number of avents & o0 smal to alow any eonclision about drug effect
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

most triaks included in the analysis did not extend beyond 24 weeks,
the risk of suicidal thoughts or behavior beyond 24 weeks could not be assessed.
The ris of suicidal thoughtsor behavio was generaly consistent among druge 1 the
data analyzed. The finding of increased risk with AEDs of varying mec|
O acrors s ange ot At ugabers it the ok apptes 1o a1 AEDS voed or 3y
indication. The risk did not vary substantialy by age (5 to 100 years) in the clincal trials
jzed.

‘Table 7 shows absolute and relative risk by indication for all evaluated AEDs.

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

Events per 1,000 Pati 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 34 35 24
Psychiatric 5 85 15 29
Other 10 18 19 09
Total 24 43 18 19

The relative sk fo suial thoughts or behavior was higher i cnica i for eplepsy
than in clinical trias for psychiatric or other conditions, but the absolute risk differences
Were Simar for the eplepsy and psychiari ndcatons

Anyone considering prescribing SUBVENITE o any other AED must balance the risk of
suicidal thoughts or behavior with the risk of ntreated ilness. Epilepsy and many other

e emergence of these symptoms in any given patient may be related to
iiness being treated.

FPatents, thefr caregivers, and fambiesshoud be nformed that AEDS ncrease the sk of
suicidal thoughts and behavior and should be advised of the need

s penca ot woresning of e e and ayrtoms o dopreacion, oy umiml
changes in mood or behavior,
or thoughts about set-harm Behavirs of concern shouk b reported mmedetely o
heakhcare provider:

5.7 Aseptic Meningitis

ierapy with SUBVENITE increases the risk of developing aseptic meningits. Because of
the potent fr serous utcomes of untreated meningt due to ather Causes, patents
also be evaluated for other causes of meningtis and treated as appropriat

Postmarketing cases of aseptic meningitis have been reported in pedatric and aduk
patnt taking SUBVENIT fo various dcatons. Symptoms upon presentation have
included headache, fever, nausea, vomiting, and nuchal rigidty. Rash, photophobi

Iy, e, akered consciusnss, and somnoence were o Toted Insome ease
Symptoms have been reported o occur witin 1 day o ane and a hlf months folowina
the neistin of trastmant In most Symptoms were reported to resolve after.
iscontnuation of SUBVENITE, Re-exposure resuted 1 8 aped return of symptoms
(rom vt 30 miutes o 1 day folowng re ot ofreskment) ot vere requenty
more severe. Some of the patients treated with SUBVENITE who developed as

Toningtis had underying isgnoses of systemic kpus erythematosus o1 other
autoimmune dis

Cerebrospinal fiuid (CSF) analyzed at the time of clincal presentation in reported cases
was characterized by a mi to moderate pleocytosis, normal glucose levels, and mid to
moderate ncrease i proten. CSF whte bood cel count dferentiks shows
predominance o neutrophis 1 3 majrky o the cases, afough 3 predominance of
Dot es wet raporscen ooprxsnarey one hrd o1 the ases. Some paent Ao
Radmin omset o ons and symptoms of puowament of iner organs predomnanty
hepatic and renal involvement), which may suggest that in t

Ieningits abserved was part of 3 ypersensiiy reacton [see Warnngs and
Precautions (5.3)]

5.8 Potential Medication Errors

Medication errors involving SUBVENITE have occurred. In particular, the
name SUBVENITE or lamotrigine can be confused with the names of other comm

cleary. Depictions of the SUBVENITE can be found n the Medication Guce that
ies the product to highlight the distinctive markings, colors, and shapes that
servet o dentiy the diferent pesentatons of the drug and thus may hel reduce the
medication errors. error of using the wrong drug or
«armmamn  patents el e Srongh boveed 1o voualy hapect the ot vrty
that they VENITE, as wel as the correct formulation of SUBVENITE, each time
ey it rescripton

g

5.9 Concomitant Use wih Estrogen-Containing Products, Inchuding Oral
Contraceptive:

of fnical
Wil be necessary in most patients who start or stop estrogen-containin

ontaceptves e toing SUBVENITE [<ec Dosage ond Admivaton (21, Durng
ihe week of nactive of hera
e motrine vt o evberted . 5 mscn 3 dovpina o e ond of e




ic. Adverse reactions consistent with clevated levels of lamotrigine, such as
izzines. ataxia, and dplopi, coukl accur, Otheroralcontaceptve and other
erapies (such as HRT) died, though they may
lsimiariy affect lamotrigine pharmacokinetic parameters.

5.10 Withdrawal Seizures
As with other AEDs, SUBVENITE shouid not be abruptly discontinued. In patients with
epiepsy there is a possiilty of increasing seizure frequency. In clinical tras in adults
it bpoar disorder, 2 patnts experinced seizures shori afer sbrupt whdravalof
SUBVENITE. Unless safety concerns require a more rapid withdrawal,

ST SUBVENITE Shouli betaperes v s peioc of o ewt 3 wieke. (apprenimarely 50%
reduction per week) [see Dosage and Administration ( 2.

5.11 Status Epilepticus.
Valg esimate of the nidence o reamentemergent status epleptcus among
are ificuk to oblan because reporters partcpatig n
chmcal(ra\s i not femploy dentcal s for Wentfying cases. At 8 mirum,
It patients had episodes that could unequivocaly be described as status
Crlentiess I agakion, a nmber of eports o et derned cpcodes of sosire
exacerbation (e.g., seizure clusters, seizure flurries) were mad

5.12 Addition of SUBVENITE to a Multidrug Reﬂlmen that Includes Valproate
ITE in
e

amo UBVEN
the prasence of vaproste & s tha hal af i reaured i o ssence [oce DO
and Administration ( 2.2, 2.3, 2.4), Drug Interactions ( 7)]

5.13 Binding in the Eye and Other Melanin-Containing Tissues

lanin, &t could melanin-rich tissues over
time. This raises the possiolty that lmatrgine may cause mxmy in these tissues aiter
extended use, ARhough ophthaimolagical estg was performed n 1 contoled cil
Tl he testing was adequate t exclude subte ifect of sy OCCurTng ater G-
term exposure. Moreover, te copacty oF valbble ests to dtect potentialy adverse
consequences, of amotrigine’s binding to melanin is unknown [see Ciinical
Pharmacology (1291

Accordingly, although there are no specific recommendations for periodic
ophthalmological monttoring, prescribers should be aware of the possibikty of long-term
ophthalmologic effects.

5.14 Laboratory Tests
Fake-Positive Drug Test Results

Lamotrigine has been reported to interfere with the assay used in some rapid urine drug
Screens, which can resuk in fakse-positive readings, particularly for phencycidine (PCP).
A more specifc analytical method should be used to confirm a positive resut.

Plasma Concentrations of Lamotrigine
The vale of montoring plasma concentrations of motrgine  patents reated
vew

with SUE a5 not been estabiished. Because of the possible pharmacokinetic
neractons between Bmotighe nd o rge, \n:\udwng AEDS (see Table 13),
monlorw\g o iheplsma et of amatgng and concomtantdrugs oy be ot

n general, cini
Tegarding monitoring of piasma vels et and ot s ad whethe of ot
dosage adjustments are necess:

6 ADVERSE REACTIONS
The following serious adverse reactions are descrived in more detail in the Warnings and
Precautionssection of the beling:
= Serious Skin Rashes (see Warnings and Precautons (5.1))
Hemaphagocyu: Lymphotistiocosis (sse Warmigs and Precautns (52

« Multorgan and Organ Faiure

Precautions (5.3)]
+ Cardc Rnythm and Conducton Abnormalkis see Warnings and Precautons (.01
= Blood Dyscrasias [see Warnings and Precautions (5.5)]
= Suicdal Behavor and Idestion [see Warnings and Precautions (5.6)]
« Aseptic Meningits (sce Warnings and Precautions ( 5.7)]

ithdrawal Seizures [see Warnings and Precautions ( 5.10)]
Status Epiepticus [see Warnings and Precautions ( 5.11)]

6.1 Clinical Trial Experience

trias under 3
rates observed in the cinical trals of a drug cannot be directly compared with rates in
the cinical trals of another drug and may not reflect the rates observed in practice.

Eniepsy.
Most Common Adverse Reactions in Al Clinical Trials: Adjunctive Therapy in Adults with
ost commonly observed (=5% for SUBVENITE and more common on

drug than placebo) adverse reactions seen in assocition with SUBVENITE during

adjunctive therapy in adults and not seen at an equivalent frequency among placebo-

treated patients were: dizziness, ataxia, somnolence, headache, diplopia, blurred vision,
nausea, vomiting, and rash. Dizziness, diplopia, ataxa, blurred vision, nausea, ant

vomking were dose rdlted, Dzincss, diphpi ataxia ond bued o occurred more

commonly in patients receiving carbarmazepine with NITE than in patients

Teceiving Other AEDS wiih SUBVENTTE. Cingaldata suggest a ighet incience of rash,

including serious rash, in patients receving concomitant valproate than in patients not

receiving valproate [see Warnings and Precautions ( 5.1)).

Approximately 1% of the 3375 adul paints whorecelved SUBVENITE as agunctve

y b premarketing clnalriss dicontinued treatment because of an sdver
reacton. The cormonly assoclated whh dscontinuation were
T oo dasnens (36501, ond nesaache (2550
In a dose-response trialin adults, the rate of discontinuation of SUBVENITE for
dizziness, ataxia, diplopia, blurred vision, nausea, and vomiting was dose related.
Monotherapy in Adls with Epiepsy: The most commonly observed (=5%

for SUBVENITE and more comimon on drug than placebo) adverse reactions

associton Wi the use of SUBVENITE durig the monatherapy phase of !he controled

trial in aduls not seen at an equivalent rate in the control group were vomi

coordnaton srormaky Gyspepsla, nouses, dziness, ik, aniety, et

ection, pat decresse, chest pain,and dysmenorrhea st commony
abserved (255 for SUBVENITE and mare Common an diug than placebo) adver
{esctons sssocated wih e use of SUBVEMTE urng the conversen to monotherapy
(add-on) period, not seen at y among low-

ot ere diinecs: hesdacnb.masoca, asinent coordinaton shror el
vomiting, rash, somnolence, diplopia, ataxia, accidental injry, tremor, blurred vision,
insomnia, nystagmus, diarhea, lymphadenopathy, pruritus, and sinusits

Approximately 10% of the 420 adult patients who received SUBVENITE as monotherapy
in premarketing clinical trias discontinued treatment because of an adverse reaction.
The adverse reactions most commonly associated with discontinuation were rash
(4.5%), headache (3.1%), and asthenia (2.4%).

Adunctve Therapy in Peditic Patnt with Eplesy, Th most commonly abserved
(25% for SUBVENITE and n drug than placebo)
i associaton wih the use of SUBVENITE as adionctve ratment n pedetic pmm
rs and not seen at an equivalent rate i the control group we
iting, rash, fever, somnokence, accidental injury, dizziness, dir
dominal pan, mises, sk emor. astvonc, bronchia, s ynarome. and dlopia
In 339 patints ageq 2 t 16 years wkh partiskonset seiures or generalzed seizures of
Lennx-Gastaut syndrorme, 4.2% of paknts on SUBVENTE and 29% of patents o
eported adverse

o st o A toimaaton o SUBVENITE wie ot

Approximate 11.5% of the 1,081 pedtic patients aged 2 to 16 years wh
eved SUBVENIT as adunctive therapy n premarkethg clal ria discontinued
kreatment because of The adverse reacts
Tt with dscontingation were rash (4.4%) reaction sgoravated (1,751, and

Staxia 0.6%).

ntrolled Adjunctive Clinical Trials in Adults with Epiepsy: Table 8 lists adverse reactions
G occurrae s patlonts Wi <plapey rcatds wi SUBVENITE n plcaber
controled il n these i, ether SUBVENITE or plcebo was added o the patets
Current AED ther

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

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

Headache 29 19
Flu syndrome 7 H
Fever 6 4
Abdominal pain H 4
Neck pain 2 1
Reaction aggravated 2 1
(seizure exacerbation)
Digestive
Nausea 19 10
Vomiting 9 a
Diarrhea 6 4
Dyspepsia H 2
Constipation 4 3
Anorexia 2 1
Musculoskeletal
Arthralgia 2 0
Nervous
Dizziness 38 13
i 22 6
Somnolence 14 7
Incoordination 6 2
ni 6 2
or 4 1
Depression 4 3
nxiety 4 3
Convulsion 3 1
Irriabilty 3 2
Speech disorder 3 0
Concentration disturbance 2 1
Respiratory
Rhinitis 1 9
Pharyngt 10 9
Cough increased 8 6
Skm and appendages
10 5
Prorkus 3 2
Special senses.
Diplopia 28 7
Blurred vision 16 5
Vision abnormalty 3 1
Urogenttal
Female patients only (n=365) (n=207)
Dysmenorrhea 7 6
Vaginitis 4 1
Amenorrhea 2 1
s incidence than
© patients in these adjunctive tials were receiving 1o 3 of ytoin, phenobarbitl,or primidone placebo.
reported muliple’ e e o oo

In  randomized, paralel trial comparing placebo with 300 and 500 ma/day o
ENITE, 2orme of 6 more oo A e Jversereachome weve dose
related (see Table 9).

Table . Doze-Related Adverse Resctions from » Randomized, Placebo-
Controlled, Adjunctive Trial in Adults with Epileps,

Percent of Patients Experiencing Adverse Reactions

UBVENITE SUBVENITE
Rdverse Reaction Placebo (n=73) 300 mgin=71 S00mgin=72)
Ataxia 10 2820
Blurred vision 10 b 2530
Diplopia 8 22 4920
Dizziness 27 31 5400
Nousen 1 18 252

1 182

4
SRty estrthanpiscebo 1o (P<0.05)
bSignifcantly greater than group recening SUBVENITE 300 mg (P<0.05).

The overalsdverse reacton prof for SUBVENITE was simlar between females and
endent of age. Because the largest non-Caucasian racial subgroup

sy Sseel Ds(\eﬂ(s exposed to SUBVENITE i piacebo-controled ik, there ore

insufficient dat regardin

oports by 56, Gandecl. el v Shner SUBVENITE 24 admncme nerspy or

0 were more e to report adverse reactions than males. The ol a

et fon which i faparte om SUBVENITE were > 10% more (eauant b femaes

than maes (wRhout a corresponding diference hy gender on placebo) was dizzhess

(diference %). There was i n females and males in the rates

T e cominaation o SUBVENTE fr Paisumt aeroc reschone,

Contoled Monotherapy il i Aduts withPartel nset SeuresTabe 10 kts adverse

reactions that occurred in patients with epiepsy treated with monother:

weh SUBVENITE i a double. bnd tal olown dsconthuaton o ether concomtant

carbamazepine or phenytoin not seen at an equivalent frequency in the control group.




Table 10. Adverse Reactions in a Controlled Monotherapy Trial in Adult Patients with Partial-Onset Seizures b
Percent of Patients Re Low-Dose Valproate
Body System/Adverse ReactionPercent of Patients Receiving SUBVENITEC as Monotherapy (n = 43) dMonotherapy (n = 44)
Body as a whole
Pain

a H 0
Infection 5 2
Chest pain 5 2
Digestive
miting 9 0
Dyspepsia 7 2
ca 7 2
Metabol and utronal
Weigt i 5 2
Cooramaton sbnormaity 7 0
Dizziness 7 0
nxiety 5 0
Insomnia 5 2
Respiratory
Rhinitis
Urogenttal (femaie patients only)
Dysmenorrhea
© patients in ths ral were converted to SUBVENITE or valproate phenyton. P

during the trial; thus, patients may be included in more than 1 category.
< Up to 500 ma/day.
41,000 mg/day.

Adverse reactions that ccured with o frequency of < 5% and > 2% of patients
eiving SUBVENITE and numerically more frequent than placebo were:
Body a5 a Whole:Asthenis, fever.

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

Metabolic and Nutrfmnal‘Penpheral edema.

\mnesia, ataxia, depression, hypesthesia, ibido increase, decreased
vt creased Taenie, et 1y, Suicl oot

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

cdence in Controled Adkunctie Tk i pedatic Paints wkh Eplgsy.Table
11 ksts adverse reactions that occurred in 339 pediatric patients with partiakonset
Seizures of generalzed sezures of Lemox Costautsyndrome o Tecaed SUBVENITE
p to 15 ma/kg/day or a maximum of 750 mg/da

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)
Body as a whole

Infection 20 17
15 14
Accidental injury 1 12
10 5
Asthenia 8 a
Flu syndrome 7 6
H 4
Facil edema 2 1
Photosensitivty 2 0
Cardiovascular
Hemorrhage 2 1
tive
Vomiting 20 16
Diarrhea u 9
Nausea 10 2
Constipation 4 2
Dyspepsia 2 1
Hemic and lymphat
Comphadenoainy 2 1
Metabolc and nutritional
Edema 2 o
Nervous system
Somnolence 17 15
Dizziness 1 4
1 3
or 10 1
Emotional abilty 4 2
Gait abnormaity 4 2
‘Thinking abormaity 3 2
Convusions 2 1
Nervousness 2 1
Vertigo 2 1
Respiratory
Pharyngtis 1 1
Bronchits 7 5
Incressed cough 7 6
sin 2 1
Sronchespasm 2 1
Skin
Rash 1 12
ema 2
Pruritus 2 1
Special senses
iplopi 5 1
Blurred vision a 1
Vual normalty 2 o
Urogen
Vot female patints
Urinary tract infection 3 0
B f patients

Biooler Disorder in Ad
The most common adverse reactions seen In association with the use of SUBVENITE as
monotherapy (100 o 400 molday) i sk patiens (sged 18 0 G2 year) wih bpoler

e in the 2 double-blind, placebo-controlled trils of 18 months’ duration
ckidd p Table 12 Adverse reactons hat occurrd n o st 3 o ptents and were
numericaly more frequent during the dose-escalation phase of
o uheh pevents oy hove b racaving concamhont medkatons) compared wEh
the monotherapy phase were: headache (25%), rash (11%), dizziness (10%), diarthea
(8%). dream abnormalty (6%). and pruritus (6%).

During phase of 3 trials of 18
months’ duration, 13% of 227 patients who received SUBVENITE (100 to 400 ma/day),
L% of 190 atents uno recered placebo, and 23%of 166 paterts whoreceved

e ooy 0 G armasion of SUSVENIEE wers o (350 o
manianypamani/mixed mood sdverse resctins (2% ABproxmately 16% of 2,401
patierts whoreceed SUBVENITE (50 o 500 molday for bolr dscrcer
jon,

oo due o rash (356)and ariAypomani/ e Moo adverse reactons (2%
The averal adverse reaction proff for SUBVENITE was siiar between femakes and

males, between elderly and nonelderly patients, and among racial groups.

Table 12. Adverse Reactions in 2 Placebo-Controlled Trials in Adult Patients with Bipolar | Disorder b

Body System/Adverse ReactionPercent of Patients Receiving SUBVENITE(n = 227)Percent of Patients Receiving Placebo (n = 190)
General

Back pain 8 6
ue 8 5

Abdominal pain 6 3
Digestive
Nausea 14 1n
Constipation 5

fomiting 5 2
Nervous System
Insomnia 10 6
Somnolence 9 7
Xerostomia (dry mouth) 6 4
Respiratory
Rhin 7 a
Exa(erhamn of cough 5 3
Prarynats 5 4
Rash (nonserious) 7 s

Aderse reactions that occurred in ot least 5% of patents treated wih SUBVENITE and
at a greater incidence th
B2t b e wisk ware comarted o SUBVENITE (100 to 400 mgicey) or placebo
monotherapy from add-on therapy with other psychotropic medications. Patients may
R reoriad ikl s rscions i e o i hents oy e e
in more than 1 cateq
inthe overl ipoiar and other mood disorders cinial rds, the rate of serious rash
s 0.08% (1 of 1,233) of adult patients who received SUBVENITE s iniial

Tonotherapy and 0.13% (3 of 1.538) o aduk patints who recened SUBVENITE as
adjunctive therapy [see Warnings and Precautions (
Qther reacins tht occurred 5% or more patients but equaly o more requenty
tne plcebo group ncluded: dezness. mani headache nfectan piuenza, o
acchental iy, darrhea, and dysi
Adverse reactions that occurred with a frequency of <5% and >1% of patients receiving
SUBVENITE and numerically more frequent than placebo were:
General: Fever, neck pain.
Cardiovascular: Migraine.
Digestive: Fiatulence.
Metabolic and Nutritional: Weight gain, edema.
Musculoskeletal: Arthralgia, myaigia

Nervous System: Amnesia, depression, agtation, emotional labitty, dyspraxia, abnormal
thoughts, dream abnormaity, hypoesthesia.

Respiratory: Sinusits.

Urogentat: Urinary frequency.

Adverse Reactions following Abrupt Discontinuation: In the 2 controlied clnical trials,
there was no increase in the incidence, severity, or type of adverse reactions in patients
with bipolar disorder after abruptly terminating therapy with SUBVENITE. In the cinical
development program in adults with bipolar disorder, 2 patients experienced seizures
shortly after abrupt withdrawal of SUBVENITE [see Warnings and Precautions ( 5.10).

Episodes: During clincal

trials in bipolar | dsorder in which aduls were converted to monotheray

it SUBVENTE (100 t 400 mg/day) ram other psychotrapic medatons and folowed

for up to 18 manths, the rates of manic or hypomanic or mixed m

rsported s adverse reactons were 5% mr patnts trested weh SUBVENITE n=227),

4% for patients treated with Ithiur % for patients treated with placebo

ot bpaar ot s cominaa. rveaereschons of o o (ncludng
omania and mixed mood episodes) were reported in 5% of patients treated

ith SUBVENITE (1 = 956) 3% of patnts treted weh fhum

patients treated with placebo (n =

). and 4% of

6.2 Other Adverse Reactions Observed in All Clinical Trials
SUBVENITE has been administered to 6,694 individuals for whom complete adverse
reaction data was captured during llcnical i, ol some of wich tee piacebo
controlled. During these triais, all adverse reaction's were recorded by the cinical
estigators usig terminaiogy of hek own chocsig. To provide a mesnigfulestimate
of the proporton of dviluals navng adverse reactons, smir oes

reactions uped into a smaller number of standardized c: odified
COSTART Gctinery terminlogy. The eauencics resented repreccm the proporion of
the 6,694 individuals exposed to SUBVENITE who experienced an event of the type cited
on at least 1 occasion while receiving SUBVENITE. Allreported adverse reactions are
included except those already listed in the previous tables or eisewhere in the labeing,
those too general to be informative, and those not reasonably associated with the use
of the drug.

Adverse reactions are further classified within body system categories and enumerated
I ordr of ducraasing fravency g the olomng dcfors: Geduent averes
reactions are defined as those occurring in at least 1/100 patients; infrequent adverse
reactions are those occurring in 1/100 to 1/1,000 patients; rare adverse reactions are
those occurring in fewer than 1/1,000 patients.

Body as 2 Whole

Infrequent: Allrgic reaction, chills, malaise.

Cardiovascular System

Infrequent; ushing, ht faches, hypertension, apRatens, postural ypotension,
syncope, tachycardia, vasodiati

Dermatological




Infrequent: Acne, alopecia, hirsutism, maculopapular rash, skin discoloration, urticara.
fare: Anoedera,erythema,exfolatve dermatts, funga dermatts, heres zoster
leukoderma,
syndrome, vesiculobulous rash.
Digestive System
Infrequent: Dysphaga, eructation, gastrits, gingivits, increased appetie, increased
salvation, iver function tests abnormal, mouth ulceration.

rrhage, glossits um hyperplasia,
hematemess, emorhane. Cole, reperhe, ke, Semach uier Somaie tongue

Endg:rmg System
Rare: Goter, hypothyroidism.
‘Hematologic and Lymphatic System

Infrequent; Ecchymosis, leukopenia.

Rare: Anemia, eosinophila, fibrin decrease, fibrinogen decrease, iron deficiency anemia,
leukocytosis, lymphocytosis, macrocytic anemia, petechia, thrombocytopena.

s ritional -

Infrequent: Aspartate transaminase increased.

fare Aotol tokrance akalne phosphatase bcrease, sknin transaminase neresse
biirubine

Musculoskeletal System

Infrequent: Arthritis, leg cramps, myasthenia, twitching,

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

Nervous System

Frequent: Confusion, paresthesia.

Infrequent: Akathisia apatny. aphasi centrlnervous system depression,
epersonlzatn, dysarthrs, dyskinesi, euphors, hallcnations, hostky,hyperkinesa
Pybertoni, ko delreased, mamory decrease, mind rachg, movemen iso

Iyaconus, pan attack, paranoid roacton. prsonay Gserder, psychosis. soch
disorder, stupor, suicidal ideation,

Rare: Choreoathetoss derium, delusons,dysphoria,dystania, extrapyramidal
syndrome, faintness, grand mal convuisions, hemiplegia, hyperalgesia, hyperesthesia,
FypoKinesia, iypotoni: Manc depression reaction, Musci spast, Neuragia, Newross.

ralys's, peripheral neuris.

Respiratory System

Infrequent: Yawn.

Rare: Hiccup, hyperventiation.

1
Frequent: Amblyopia,

Infrequent: Abnormalty of accommodatin, conkinctits, oy eyes, ea pai.
phumvhema taste perversion, tinn

s, scrimaton dsorder, ns:mﬂpswe. parosia, ptoss, strabismus, taste
o et veu e defec

Urogenttal System

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

Rare: Acute kidney failure, anorgasmia, breast abscess, breast neoplasm, creatinine
increase, cystits, dysurla, epididymits, female lactation, kidney faiure, kidney pain,
nocturia, urinary retention, urinary urgency.

6.3 Postmarketing Experience

‘The following adverse reactions have been identified during postapproval use of
SUBVENITE. Because these reactions are reported voluntariy from a population of
uncertan e, It 5 ot aiays possibketoreiaby estmate the frequency or estabih 2
causal relationship to drug exposur

nmu_am_mmm‘

emolytic anemia, t ted with
Aaersenaniy dboraer pemay oo

Esophagtis.
H fiary Tract and Pancre
Pancreatits.

Hypogammagiobulnemia, lupus- ke reaction, vascuts
Lower Respratory.

Apnea

Muscuboskeietal

Rhabdomyolysis has been observed in patients experiencing hypersensiivity reactions
Nervous System

Agaression, exacerbation of Parkinsonian symptoms in patients wih pre-exitng
Parkinson's dis

Non-site Sgecmc
Progressive immunosuppression.

L n
Tubulointerstital nephrits (has been reported alone and in association with uveits).
‘Skin and Subcutaneous Tissue Disorders.
Photosensitvity reaction.

7 DRUG INTERACTIONS
Significant drug interactions with SUBVENITE are summarized in this section.
Uridine 5"-diphospho-glucuronyl transferases (UGT) have been identied as the

nzymes responsible for metabolsm of lamotrigine. Drugs that induce o inhibit
ghicuronkiaton may. therefore, ffect the pparent clearance of amotrgine, Strang or
moderate inducers of the cytochrome P450 3A4 (CYP3A4) enzyme, which ar
Known o nduce UG, may a0 eahance the metabolsm of amothe.
Those drugs that have been demonstrated to have a clincaly significant impact on
lamotrigine metabolism are outlined in Table 13. Specific dosing guidance for these drugs

5
containing products, including oral contraceptives, i the Warnings and Precautions
section (see Dosage and Administration (2.1), Warnings and Precautions (5.9)].

Addional detals of these drug interaction studies are provided In the Cliical
Pharmacology section [see Cinical Pharmacology (12.3)]

Concomitant Drug Effect on Concentration of Lamotrigine or Concomitant Drug

Estrogen- + lamotrigine
containing 30 mcg oL

150 meg levonorgestrel
Carbamazepine and carbamazepine epoxide + lamotrigin

7 carbamazepine epoxide
Lopinavirfritonavic 4 amotrigine
Atazanavirritonavir 4 lamotrigine
Phenobarbitaljprimidone 1 amotrigine
Phenytoin 1 amotrigine
Rifampin 4 lamotrigne
Valproate 1 lamotrigine

2 valproate

4= Decreased (induces lamotrigine glucuronidation).
1 ncreased (nhioks amalrine ghcuronidaton)
Conficting

Effect of SUBVENITE on Organic Cationic Transporter 2 Substrates
Lamerrgine s an nbtor ofrenl ubul secraton v organic catoni ansporter 2

) proteins [see Clnical Pharmacobgy (12.3)]. This may result n increased plasma
levels of Certan drugs tha are substantaly excreted via thi route Coacmesraton
of SUBVENITE wih OCT2 substrates with a narrow therapeutic index (e.g., dofetice) is
not recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

Inere s a pregnancy exposure regatry hat mankors pregnancy outcones n wanen
exposed to AEDs, including SUBVENITE, during pregnancy. &

Coling SUBVENITE daring regnaney 1o ol the Nort, A can Antiplepte Drsg”

(NAAED) Pregrancy Registry by caling 1:688-233-2334 or vitng

w.aedpregnancyregistry.o

Risk Summary,

Data fror pregnancy exp and

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

congental mafermations or a consstes pattrn of mallo matins among women

expossd o smotrigine compared wkh the general populton see Data). The mapry of
SUBVENITE Drsgnsn(y Sxposure dataare fom woren with epleosy. I animalstudes,
aminstraton of motrigie during pregnancy resuted n developmentl toxicky

(increased mortaly, decreased ody weight, Nressed strctura variay
neurobehavioral abnormaities) at doses lower than those administered chmcaly
Lamotrigine decreased fetal folate concentrations in rats,
et whn scvirse reganey ourcomen i anma ami g (o0 50)
In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,

el

inical Consideration:

Disease-associated Maternal and/or Embryofetal Risk

Eplepsy, wih o wihout xposure o ntepleptc drugs. s been assocted it
severa dverse outcomes curing pregnancy, ncladng preecampsi, preterm abor,
aMicpartam and postpartum herman hage, pacental rUpton poor fek

Brematurky, eta death, and maternal ortaky. The ik of maternal o fetal niry may

be greatest for patients with untreated or poorly controled convulsive seizures. Women
iRh eplepsy who become pregnant shouldnot abrupty dscontiu antiepeptc crugs,
including SUBVENITE, due to the risk of status epieepticus or severe seizures, which may
be ife-threatening [sée Warnings and Precautions (5.10)],

Pregnancy and tpartum Period

As with other AEDs, physiological changes during pregnancy may affect lamotrigine
Concentations andjor therapeutec ffect. There e been reports of dereased
lamotrigine concentrations during pregnancy and restoration of pre-pregnar
conceniratons ate deery. Dose adustments may be necessary to ‘rantan cincal
respon:

Data

Human Data: Data from several international pregnancy registries have not shown an
increased sk for maformations overal e inenatinal Lamotrgine Pregnancy

Registry reported major congental mafformations in 2.2% (95% Ci: 1.6%, 3.1%) of
1556 nfants exposed o amatrigne monotherapy inthe frst emesic f preghancy
ancy Regitry reported mafr Congenkal maformations amang 20%

o7 11562 ants oxpoLed t lrnbuighe monbtherags hine ot Himester, FORAD,
lerge ntermatonslpregnancy regitry focused outside of North Americs, eported mabr
et defects i 2 5% (055 C1: 2 3. 374 of 2514 expusures to bmotrg

monotherapy in the
as sktor t estimates from the general poputon.

The NAAED Pregnancy Registry observed an increased risk of isolated oral clefts: among
2,200 infants exposed to lamotrigine early in pregnancy, the risk of oral clefts was 3.2
per 1,000 (95% C: 1.4, 6.3), a 3-fold increased risk versus unexposed healthy controks.

over 10 millon biths in Europe reported an adjusted odds rati for isolated oral clefts
h lamotrigine exposure of 1.45 (95% Cl: 0.8, 2.63)
Several meta-analyses have not reported an increased risk of major congenttal
malormations folowhng motrighe exposLe n pregnancy compared wkh nesthy ond
dis tched controls. No patterns of specific mafformato !y es were observe
evaluated the risk of
nchuding fetl death, stiorh, preterm bich, smal for gestatonel e, and
neurodevelopmental delay. Athough there are no data suggesting an increased risk of
these outcomes wkn motrighe monotherapy exposure Giterences n outcom
on sscertament methods, and comparstor groups ki the conclisions thet

et

Table 13. Established and Other Potentially Significant Drug Interactions

al Comment
Decreased motrigne concentrotons proxmately 50%
Decrease in levonorgesirel component by 19%.

Additon of 0%
May increase carbamazepine epoxide levels.
Decrense rmotrighe concentaton pproxinate)y S0%

2%

0%
Increase matrgine concentratons skt more than 2ok,
There tudy resuts entrations: 1) a mean 25% d in

in healthy volunteers, 2) no change in valproate concentrations in controlled clinical trals i patients with epllepsy.



Animal Data: When lamotrigine was administered to pregnant mice, rats, or rabbits
during the period of organogeness (oral doses of up to 125, 25, and 30 mg/kg,
respectively), reduced fetal body weight and increased Incidences of fetal skeletal
variations were seen in mice and rats at doses that were also maternally toxic. The no-
effect doses for embryofetal developmental toxicity in mice, rats, and rabbits (75, 6.25,
and 30 mg/kg, respectively) are simiar to (mice and rabbits) or less than (rats) the
human dose of 400 mg/day on a body surface area (mg/m?) bass.

In astudy in which
25 ko) durng e perodoferganogenessand offsring vere evlioted posma[alyv
neurobehavioral abnormaities were observed in exposed offspri

owict cfoct ot T e neureroi o e o to Moo dose
of 400 mg/day on a mg/m? basis. Maternal toxicity was observed at the higher dose
tested.

hen pregnant rats were administered lamotrigine (oral doses of 0, 5, 10, or 20 mg/kg)
during the atter part of gestation and throughout lactation, increased offspring
mortaty (including stilbirths) was seen at all doses. The lowest effect dose for pre- and
post-natal developmental toxicity i rats i less than the human dose of 400 mgiday on

basis. Maternal toxicity was observed at the 2 highest doses tested.

pregnant rats,

o Gones arester o o Sauslto 5 mghkolday, whih & less than the human dose of
400 mg/day on a mg/m? bas

8.2 Lactation

Risk Summary,

Lamotrgine i present i mik for actating women taking SUBVENITE (sce Date)

Necratesand young nfans ar .k fr igh serum leves because maternal serum

and mik evels can rseto high evets postpartum amotrigine dosage has bee
ereased during pregnancy B s ok ecuced after devefy & the pre-pregnancy

Gosage. GhCUroNatoN & requred fo drug clearance. Ghicurondation capacty s

lamotrigine is unknown. No data are avalable on the effects of the drug on mik
production

health benefits of along with
the mother's clincal need for SUBVENITE and any potential adverse effects on the
breastfed infant from SUBVENITE or from the underlying maternal condition.

Clinical Considerations

Human ik fed nfans shoud be closely monikored or adverse events resuking from
lamotrigine. Measurement of infant serum evels should be performed to rule out

oty T concarns re Human ik eading Shoud b decontnued n nfant wii
lamotrigine toxcity.

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
Enllensy
SUBVENITE s ndeated os aduncive herapy n atlnts aged 2 years nd e for

rtiak- and PGTC
ity
ety and efficacyof SUBVENIT used ss adunctve trestment or partfonsec

trated in a small, randomized, double-blind, placebo-controlled

Wicrawsltraln very young pedtrc patents (2Ge 1 to 24 months). SUBVENITE was
associted with an increased risk for infectious adverse reactions (SUBVENITE
Sicebe 59 respatory ockAras 1esctine (SUBVENITE 300 placeb 59
Infectious adverse reactons ncluded bronchois, bronchits, car fectio, eve

fecton, ot extern, pharynat, urhory act bfectn,and vl fectin
Raionory Saveree reatora e ra cangasion, couet. and
‘Bipolar Disorder.

and efficacy of SUBVENITE for the maintenance treatment of bipolar disorder
e notestablshed i 2 coublebind randomized whdrauwal. pscebo-controled sl
that eval peditric patients aged 1

ot hybomani depresset o M mood coiohe o demed by DSHAV-TR. In the
randomized phase of the trial, adverse reactions that occurred in at least 5% of patients.
taklng SUBVENITE (n = 87) s wers tko 2 common compred W paknts todng
pacebo (n %, placebo 2%),

JSVENITE 8% piacebo 25), vomiing (SUBVENITE 6%, piacebo 2%}, contact
Gormatts (SUBVINITE 55, plocaba 2% ubper abdomian oo (SUBVENTTE %,
placebo 1%), and suicidal ideation (SUBVENITE 5%, placebo 0%).
Juvenie Animal Data
In. uvenie anmal study n which amotrigine(ora doses of 0.5, 15, r 30 mgko) was
rats from postnatal day 7 to 62, decreased viabilty and growth

ere o ot thd it dove rared andlong term neumhehavmra\ abnormalties
(decreased locomotor activty, increased reactivity, and learning deficits in animals tested
2 uts) were observed  the 2 highest doses The o “etfect dose for adverse

0 mo/day on

2 mo/m? basis
8.5 Geriatric Use
il o SUBVENTE fo lepy s o dsordr i ot e Sffcine
gumbers o potertsaged 65 yeas and oirto deterne whcthr ey e

profie th
Toimga patam o Gendral ose i fof an Cery pore ahouk o cautous,
usualy starting at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, o cardiac function and of concomitant disease or other drug
therapy.

8.6 Hepatic Impairment

Experience i patients with hepatic impairment s limited. Based o a cinical
pharmacalogy study n 24 ublects wkn ikl moderae,and severe er mpaimert, the
{olowing generel e [see
S matment i maaded n packats wih il s ThpaR Rk 1ok, ecaction and
e anee doses hogd generay b ruced by oproxemately 25% n patents wih
moderats and severs fverimpsirnent wkhout asckes and 50%
er mparment win asches. Excaotion and manienance doses miay b6 aosted
aecoraing 0 cinkcalveaponse (ee Dosoge and Admisiradon (2.3

8.7 Renal Impairment
Lamotrigine is metabolzed mainly by glucuronic acid conjugation, with the majorty of the

the plasma haf-Ife of lamotrigine was approximately twice as long in the subjects
chronic renal failure [see Cinical Pharmacology ( 12.3)1.

Iniial doses of SUBVENITE should be based on patients’ AED regimens; reduced
maintenance doses may be effective for patients with significant renal impairment. Few
patients with severe renal impairment have been evaluated during chronic treatment
with lamotrigine. Because there is inadequate experience in this population, SUBVENITE
should be used with caution in these patients [see Dosage and Administration ( 2.1)1

10 OVERDOSAGE

10.1 Human Overdose Experience
Overdoses Invoving quantiies up to 15 g have been reported for SUBVENITE, some of
which have been fatal. Overdose has resuked in ataxia, nystagmus, sezures (including
Tonk-clnic sezures), decreased vl o consCiouSness, com, and ntraventriculr
conduction delay.

10.2 Management of Overdose
o specific antidotes for lamotrigine. Following a suspected overdos

hospiaizaton of the patent & advised. General SUpporave cae & ndiated, \n:\uqu
frequent monitoring of vial signs and close observation of the patient. If ndicater
emese should be nduces, usul precautions houd be aken o Drotect theav—way it
shoukdbe kep nmind (hat immediae relase lmoriine s apiy absorbed e

ol Pharmacobay (1231t s uncerto hether hemodlysis an ffectve means
oG ot bra rom (e bloog: I  ronlflore ovene, Shaut 20% o the
amount of Bmotrigine n the bogy ws rermoved by hemodalSi durig a 4-nour
Session. A Poison Control Center should be contacted for information on the
management of overdosage of SUBVENITE

11 DESCRIPTION
Lamotrgine, USP an AED of the phenylriszne ciass Is cherricaly unrelted o exting
AEDs. Lamotrigine’s chemical name s 3,5-diamino-6-(2,3-dichiorophenyl)- as-
moleclr formula & C g 7N oC1,and s moeculr weight & 256,09 Varottare, isF
2 white to pale cream-colored powder and has a pK ,0f 5.7. Lamotrigine, USP s very.
Sioht Sokibe n et (017 mam ot 23-) and Ghty Soue 1 0.1 MO (0.1
mgimL at 25°C). The structural formula s:

cr M
LA

SUBVENITE (amotrigne) tablts, USP are suppled for el admiistration a5 25-mg

NH,

(white to off whie), 100-mg (white fo off white), 150-mg (hite to off white), and 200-

0 (ot 10 1T W) 1ams. Each tamet Containe the b amour of Amerigine

USP and the following nactive ingredients: lactose monohydrate; magnesium stearate;
e; and

Meets USP Dissolution Test 3

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

by which s action are
unknown. In animal models designed to detect anticonvulsant activity, motrigine was

ective in in the and
pentyleneterazol (sciet) tests and prevented sefzures i he vsualy and ckcricaly
evoked after-discharge (EEAD) tests for antiepieptic activiy. Lamotrigine also displayed
nkory propertes i the Kiding modeln rats both Guring kCing development and
the fuly kindled state. The relevance of these models to human epiepsy, however, s not
known,

One propased mechanism of acton of motrigine, th relevance of which remais to be
establshed n humans, nvolves an effecton sodum channes, In viro pharmacobogical
studies suggest that lamotrigine inhibits voRtage-sensitive sodium chann

stablizing neuronal membranes and consequenty mod.ating presynaptc wamemer
release of excitatory amino acids (€.g., glutamate and aspartate).

Effect of | tiy

not infibic
Coreatiees o NMDA AL ad Cycl U formanon 1 mmatore escercbcm, o i
lamotrigine displace compounds that are either (ompemwe or noncompetitive igands at
this glutamate receptor complex (CNQX, CGS, TCHP). The ICso for lamrigine effects on
'NMDA-induced currems Hn the Dresen(e of 3 uM of glycine) in cultured hippocampal
neurons exceeded 1

The mechanisms by wm:h lamotrigine exerts it therapeutic action in bipolar disorder
have not been establshed.

12.2 Pharmacodynamics

Folate Metabolism

itro, lamotrigine inhibited dinydrofolate reductase, the enzyme that catalyzes the
reducton o dhycrofoie o ttrahydrofobte Inhibtionof the enzyme may nerfere

esis of nucleic acids and proteins. When oral daiy doses of lamotrigine
\were gien i pregnant ras dorng organogeness, feta, pacental and maternalfote
concentrations were reduced. Sanficantly reduced concentations o

teratogenesis [see Use in Specific Populations ( 8.1)]. F
omcamiraton wers Sk ey T e o o reamvad o Bt of jamotrgine.
were p: to normal when

Reduce
folinc aci.

Efectof Lamotrigne: n ko studes show hat amatrighne extis Coss
i e human
ordacsodu Channols wih o onset and ffset knetcs nd strong uotage
Clas:

SURVENTTE 86t sow vemmmev Comducton s GRS, heakhy ndveluat in a

thorough QT study;owever, n patnts weh clnicaly importan structural o unctional
heart deease (e, patets i et fahure, vaulr heart dsesse, congenl
sase, conducton sysem disesse venrculr arThythmias, carda cha nclopath

(6 sgad syner i, chEaly poTtank SCReTE hebt ABcass,or TR 1Bk
faciors fof oronary antery dsease), SUBVENITE could Sow ventruir conduction
(widen QRS) and induce proarrhythma, which can lead to sudden death. Elevated heart
rates could also ncrease the risk of ventricular conduction siowing with SUBVENITE.

Effect of Lamotrigine Metabolte: In dogs, lamotrigine is extensively metabolzed to a 2-N-



prolongation of the PR
terval widening o tne GRS corpio an o el dosot campete AV condoction
. The i viro eectrophysilogca fects ofthis metabolte have not been stucled
S carciovseii effects from s metaboke are ot antpated
because only
Rave been Tound b oo onme o6 Ghnial Pharmacology ( 5511 w6
e increased in patients
Wi reduced capacky to ghicuronkiate amotrigne (6., n pationts weh ver dsease,
patients taking concomitant medications that inhbit glucuronidation)
Accumulation in Kidneys
Lamotrgine accumuated n the Kdney of the male rat. causing chvonic progressive
nephrosts, necrosis, and mineralzation. These findings are attribut
Erogobin 3 Specka. ond soc Shecii provan tha hes o been derected i humans
other animal species.

Melanin Binding.

Lamotrigine binds to melanin-containing tissues, .., in the eye and pigmented skin. It
has been found in the uveal tract up to 52 weeks aiter a single dose i rodents

12.3 Pharmacokinetics
‘The pharmacokinetics of lamotrigine have been studied in subjects with epilepsy, healhy
young and elderly volunteers, and volunteers with chronic renal faiure. Lamotrigine

Bharmacokhetic parameters for sdut and pedatric sublects and heakhy normal
volunteers are summarized in Tables 14 ar

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

Adult Study Population Number of Subjects Tmax: Time of Maximum Plasma Concentration (h)ty2: Elimination Half-life (h) CL/F: Apparent Plasma Clearance (mL/min/kg)
Healthy volunteers taking no other medicatior
Single-dose SUBVENITE

179 22 328 0.44
Mutiple-dose SUBVENITE (02510 12.0) (14010 103.0) (0.121t0 1.10)
36
(0.5t04.0) (1161t 61.6) (0.24t0 1.15)
hy volunteers taking valproate:
Single-dose SUBVENITE 18 483 030
6 (10t0 4.0 (315 10 88.6) (0.14 10 0.42)
Muiple-dose SUBVENITE A o e
18 (0.5t035) (41910 11355) (012100.33)
Subjects with epilepsy taking valproate only:
Single-dose SUBVENITE
4 48 588 028
(1.8t08.4) (30,5 t0 83.8) (0.16 10 0.40)
Sublects with epllepsy taking carbamazepine, phenytoin, phenobarbial or prinidone
o dose SUBVENITE 2 38 22 053
(100 10.0) (11.21t0 51.6) (0.27t0 1.04)
Subjects with epilepsy taking carbamazepine, phenytoin, phenobarbital, or primidone:
e dese SUSENTE
2 23 144 110
Multiple-dose SUBVENITE (05105.0) (6.41030.4) (0.51t02.22)
17 20 126 121
(0.75t05.93) (7510231) (0.6 t0 1.82)

#The majority of parameter means determined in each study had coefficients of variation
between 20% and 40% for halflfe and CLJF and between 30% and 70% for Tmax. The
overall mean values
based on the number of volunteers/subjects in each study. The numbers in parentheses
Belw esch parameter mean represent the range of ndiidul vokinteer/subect vakies

across stu
bcamamazemne, phenytoin, phenabarbtl, and primilone nave been shown to ncrease

lamotrigi and
e BrogasSeen o oo ang potcase Wb ters opBaVETtanous st
at induce have also been shown to
clearance of Interactions ( 7)1

‘Absorption
Lamotrigine is rapidly and completely absorbed after oral administration with negigible
first-pass metabolism (absolute bioavalabilty is 98%). The bioavalabilty is not affected
sma concentrations occur anywhere from 1.4 to 4.8 hours folowing
drug administration.
'Dose Proportionalty
In heakhy voluners not receting any other medicatons and give sigle doses, the
lasma concentrations of lamolrigine increased in direct proportion to the
sdminstered over the range of 50t 400 mg. In 2 smal studies (n = 7 and b av
atients WY eplesy who were maktained on other AEDs, thers aso was  Inea
dose and amotrigine o eteady state.
following doses of 50 to 350 mg twice daily.

Distribution

Estimates of the mean apparent volume of ditriouton (V) of matrigine folowing
oralaaminsiration rangea ram 0.9 to 1.3 kg, VA s ndepandent

i Tobomrg 4igie and Ul oses I baih paCents i eptepsy ot paakhy
volunteers.

Protein Binding
Data from in vitrostudies indicate that lmotrigine s approximately 5% bound to human
st protans a plsma bmotrigne concetratons from 1 10 megimb (10 megim

the trough plasma concentration observed i the controled
i) Becauns Brmowane & not gy hmmd to plsma protens, clnicaly Sanfiant
interactions with other drugs through competition for protein binding sites are unikely.
The bdig of motrigne fo pasmo protens 56 nor change it rosence of
therapeutic enytoin, La

phenytoin,
sites
Metabolsm

Lamotrigine is metabolzed predominantly by glicuronic acid conjugation; the major
metabolite s an inactive 2-N-glucuronide conjugate, After oral adminstration of 240 mg
of H4amotrigine (15 1C) to § heakhy wokinieers, 94% was recovered i the urine and
o5 recoverect I the feces. The radoactiey 1 the urine consited of anged,
lamatrigne (10%) the 2 N-ghicuronkie (76%). -N-glicuroride (10%). 3 Pl
metabolte (0.14%), and other unidentiied minor metaboites (4%
EuLv_'ue_nmme
The effects induction of sp of oxidase.
By v na e sy emotesny v
Folowng muliple adintratons (150 mg twce day) to norml voluteers aking no
other medatons, lamalrigine nduced ks own metabolsm, resuking n 2 25% decrease
anaa 37% ncrease 1 CLF at stesdystate compared weh uaues Shtained i the
Sare vokinteers olowng a shgle dose. Evidence ganered from ather SoUTCes
SHo0eSt that sef-nducton by EMOITgne may ot occur when motrgne & given as
adjunctive therapy in patients receiing enzyme-inducing drugs such as carbamazepine,
phenytoin, phenobarbital, primidone, or other drugs such as rifampin and the protease

inhibitors an,
glucuronidation [see Drug Interactions (7) |

e smiaton e nd apporent clarance of ol flowing ora

psy ar
Camimarecs m 004 14, Mol e and e o1 Coaront vry dapeng on
concomitant AEDs

Drug Interactions

‘The apparent clearance of lamotrigine is affected by the coadministration of certain
medications (see Warnings and Precautions ( 5.9, 5.12), Drug Interactions ( 7)1

e 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 Concentration with Adjunctive Lamotrigine Lamotrigine Plasma Concentration with Adjunctive Drugs
B b

Drug
Oral contraceptives (e.q., ethinyl wd .
estradiolfevonorgestrel) <
Aripiprazole Not assessed we
Atazanavirritonavir ol 3
Bupropion Not assessed -
Carbamazepi - B
Carbamasepne epoxide 3 2
Febamate Not assessed -
Gabapentin Not assessed s
Lacosamide Not assessed -
Levetiracetam - o
Lithium - Not assessed
Lopinavirfritonavic e '
Olnzapine - we
Oxcarbazepine - o
Monohydroxy oxcarbazepine metaboite
Perampanel Not assessed o
Prenobarstalprimidone o 1
Phenytoin o 4
Pregabain o o
ifampin Not assessed .
Risperidone - Not assessed
9-Hydroxyrisperidone | o
Topiramate ol o
Vaiproate . *
Valproate + phenytoin and/or Not assessed -
carbamazepine
Zonisamide Not assessed -
romachncthe clcal i and olnteer i
Bhet effec wolun

prep: tamotrigine in cinica trils,

dodest decrease n levonorgest
S o, notxpecees v o cicaly meaningfu
fCompared with historical controk.

ok adminstered:but an acie metabolte o oxcabazepie.

iNot administered, but an actve metabolie of isperido

Isahtncrease ot expected 0 be Cincalymeamingh.
lgnifcant effect.

 Conictng aats.

Estrogen-Containing Oral Contraceptives.

n 16 meg
etninyistradioland 150 meg lvonoroestiel cresse the pporert L earmesof
lamotrigine (300 ma/day) by approximately 2-f ean decreases in AUC of 52%
S ol 998 I M Sty ough o Aot e Contemiation 7ty
increased and were approximately 2-foid higher on average at the end of the week of
the nactive Hormone preparaton compared Wi trough amalrigine cancentrations ot
the end of the active hormone cy
Gradualtransientncreases n motrigine plasma levels (approximate 2okl increase)
occurred during the week of inactive hormone preparation (pik-free week) for women
ot 0 taking 5 0rog tnt I essed the Clamonce of Botigie (caroamasepie,
phenytoin, phenobarbital, primidone, or other drugs such as rifampin and the protease
inhibitors and that

shcuronkiaton [see Drug Interactons (7). Te nresse  motrighe plasa kvels

wil be greater if the dose of SUBVENITE is increased in the few days before or during

e i e week. Inccases nlamotiGne phma ovels Coud reock I dose depencint
adverse reactions.

mg/day) in 16
G not e he pharmacokmehcs 57 e ciniestrodil ommponent o1 e ool
contraceptive prepar: ere were mean decreases I the AUC and C ma the

fevonorgestrel componeﬂ( of 19% and 12%, respectivly. Measure«ven( of 5
etion nany of the

B vainiems, athouh messuramentof 4o Fob Lt e csadel ndicated that
there was some s of suppression of the hypothalamic.pituary-ovarian

The effects of doses of lamotrigine other than 300 mg/day have not been systemaﬂ:aw
evaiatedin controled ciicl i, iudies wth oher emal hormonal preparations
(inchuding progesterone/progesterone.containing HRT) have not been cond

he observed

Crnown Howeer, he possiiy of decreased ontracepte ifacy some paterts
Cannot bé excluded. Therefore, patents shoul be msirucied t rompty re




changes in their menstrual pattern (e.q., break-through bleeding),

nen receiving
products, including [see Dosage and. «
2.1))

ther Hormonal Contraceptives or Hormone R nt Ther

The effect of other
inerepy on he rarmacoknetcs of omatrine s not been  systematcaly evbiaed. It

Drmotign i 1o 2 1ok, an e proGestionly p1s rad 16 St on motrghe pasia
levels. Therefore, adjustments to the dosage of SUBVENITE in the presence of
Srogestogens Aone h ey no be necdi

Arpiprazole

In 18 patints wih bplar isorder on  stabl regmen of 100 to 400 mgiday of
lamotrigine, the lamotrigine AUC and Crnax Were reduced by approximately 10% in
patents who recelved ariprazole 10 50 mg/day for 7days, folowed by 30 mgday
for an addtional 7 days. This reduction in amotrigine exposuré & not c

clinically meaningful

Atazanavir/Ritonavic
I study i heskhy volunteers, dal doses of stazanaviirtonauk (300 /100 mg)
reduced the plasma AUC and Cnoxof amatrigine single 100-m dose) by an average of
32% and 6% respectively, and Shortened the elmination haf-i
Dresence of hasmravhrton (300 ma/100 mg) the meapolte o oo rai
was increased from 0.45 to 0.71 consistent with induction of glucuronidation. The

of in ncomitant
lamotrigine to in lamotrigine.
B mmn

¢ pharmacokinetcs of 2 100 mg sl dose of bmatigne n bty volnteer (0 =
155 e ot oh
(130'ma twics ) Stoning 13 oyt pefore Bmotrgie

Carhamazepine

L
conceniraton Limtad clnical data suggest there s & higher Incdence of dizzhness,
diplogia, ataxia, and brred vsion  patients receivng carbarazepine wh motriohe
[see Adve ]

than in patients receiving other AEDs with lamotrigine [see Adverse Reactions ( 6
The mechanism of this interaction fs unclear. The effect of lamotrigine on plasma
of unclear. In atients (i

7)studiedn a placebo-contoled trl lamatrigine had no elfect o carbamazepne:
plasma concentrations, but n a smal, uncontrolled study (n = 9).
CErbamazehie cpoxiae kel mcreased.
The addition of by
approximately 40%.
Febamate
In a tralin 21 healthy volunteers, coadministration of felbamate (1,200 mg twice daily)
with lamotrigine (100 mg twice day for 10 days) appeared to have no cinkaly relevant
on the pharmacokinetics of amotrigie.
Ealate Inhbitors
Lamotrigine is a weak inhibior of dinydrofolate reductase. Prescribers should be aware
of this action when prescribing other medications that inhibit folate metabolism.
Lacosamide
Plasma concentrations of lamotrigine were not affected by concomitant lacosarmide
(200, 400, or 600 mg/day) in placebo-controlled clncal trils in patients with partiak
onset seizures.
gmm_m
n a retrospective analysis of plasma levels in 34 subjects who receive
omeiine bath e o v Sobamenn gobapent e nokappeat to change
the apparent clearance of lamotrigine.

Levetiacetam
Potenta drug neractions beween levetracetam and amatrgine were ssessed
svakating serum concentrations of both agents durng plecebo-controled crical s
These data ncate that el
that not influence the o
lamotrigine.
Lihum

of akered in jects (n = 20) by
coadministration of lamotrigine (100 mg/day) for 6 days.
Lopinavic/Ritonavic
The addiion o opinavi (400
T 2nd Slrination haF e af BrmotTgh by apprexiaately SO% to 55,45
heaing Tabere Toe pnarmacomence of opdt Hieemvt were St win
compared with that

18

Olanzapine.
The AUC and Cax of olnzapie were smiar folowing the addition of olnzapie (15
mg once daiy) to lamotrigine (200 mg once daly) in healthy male volunteers

Compared wih the AUC Gt e sty vokigeers receing oanzapine dne
(n=16).

In the same trial, the AUC and C g of lamotrigine were reduced on average by 24% and
20%, respectively, folowing the addition of olanzapine to kamotrigine in healthy male

Volunteers compared with those receiing lamotrigine alone. This reduction in lamotrigine
plasma concentrations is not expected to be clinically meaningful.

Oxcarbazepine.

The AUC and C

b wer€ o sty Sierent foloing the agabon o oxcarbazepne (600
m tuice dally) to limoirigne (200 mg once daiy) n heatiy male volunteers (n = 13)
(n=13)

compared wi receiving
I the same il the AUC aNd o Bmotrigine were siiar folowing the addition of
oxcarbazepine (600 mg twice daiy) to lamotrigine in h tsers compred

headache, dzziness. nausea, and somnolence wih coadminstraton of amotrigine d
with

‘Perampanel
in s pooled analyss ofdata from 3 placebo-controled cnical i nvestigating
adjunctive perampanel in patients with partia-onset and PGTC seizures, the highest

perampansldose evakated (12 moiday) ncreased motrgine Cearance by <10%. An
rognbude & not considered to be cincaly ravent.

‘Phenoharbial Primdone

‘The addtion of

concentrations by approximately 40%.

Phenytain

L
i patlnts wih epleney. The addkion of phenytoh decreses lamotrigine stasdy-State
concentrations by approximately 40%.

Pregabaln

lamotrigine af
concomitant pregabalin (200 mg 3 times daly) administration. There are no
pharmacokinetic interactions between lamotrigine and pregabaln.

Ritampin

In 10 male volunteers, rfampin (600 ma/day for 5 days) significantly increased the
apparent clearance of a single 25-mg dose of amotrigine by approximately 2-fold (AUC
decreased by approximately 40%

Risperidone

had no
Cimcots Samieant ohecton i Sk ose B macoKetis ot apaiione 2 g ane
oke 5.0H rsperdone. Folowino the coadmistraton of réperone 2
mg with lamotrigine, 12 of the 14 volunteers reported somnolence compared with 1 out
T2 when Rspardona was ghen sone. and hane o BOHTGG wot 2GRS
alone.

Topiramate

in no change in of lamotrigine.
in'a15% increase in

Valproate

When lamotrigine was administered to healthy volunteers (n=18) receiving valproate,

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

25% ovey a 3 week period, and thi stabized, However, addng amot/gine to the

existing therapy did not cause a change in valproate plasma concentrations in either
pediatric patients i controlled cinical tra.

The addiion of in normal

voluners oy lghiy more than 2ok n & 7l maxial fbtonof amalrgine

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

ercase 2 the vaproste dose was forinet nccased

Zonisamide

In 3 study in 18 patients with epiepsy, coadministration of zonisamide (200 to 400
ma/day) with lamotrigine (150 to 500 mg/day for 35 days) had no significant effect on
the pharmacokinetics of lamotrigine.
‘Known Inducers or Inhibitors of Glucuronidation
Drugs other than those listed above have not been systematicaly evaluated in
combinaton wth aolrgine, Sice amotrighe s metabolzed predomittely by
Qhucuronic acd conpigation, arugs tha are nown to nduce of AN glucuronkiation
may affect the apparent clearance of lamotrigine and doses of lamotrigine may require
2dlostment based on cinkalresponse.
Other
o sssessment of the bkoryefec o matrigne at OCT2 demonstrate that
lamotrigine, but not the N(2)-glucuronide metaboite, is an inhitor of OCT2 at potentialy.
clincally relevant concentrations, with IC sovalue of 53.8 uM [see Drug Interactions ( 7)]
Resus o i v experlnents suggest e charance o lolrigne s kel b
euced by concomtant aminstration of amirptyine, conazeparn, ozapi
ficxetine, haloperidal razepam, phénskine, surralne, or rasodone
Results of in vitro experiments suggest that lamotrigine does not reduce the clearance
of drugs eiminated predominantly by CYP2D6 .
Specific Populations
Patients with Renal Impairment:Twelve volunteers with chronic renal faiure (mean
creatine clesrance: 13 mUmin, range: 6 0 23) and another © ciduas undergohng
‘odialysis were each given a single 100-mg dose of lamotrigine. The mean plasma
half-lives determined in the study were 42,5 ours (chron renal fakurel, 13.0 nours
(during hemodialysis), and 57.4 hours (between hemodialysis) compared with 26.2
hours in healthy volunteers. On average, approximately 20% (range: 5.6 to 35.1) of the
amount of lamotrigine present in the body was eiminated by hemodialysis during a 4-
hour session [see Dosage and Administration ( 2.1)
Patnts weh Hepatic mparment The pharmacokinets of Britrgne folowng a shgle
100-mg dose of atrihe were evakiated n 24 subects with i, moderste and
Severe hepat mphen (Chio pugh clse caton apstem) and cEmparea w
subjects wkhout hapatic mpafment. The subects whh severe hepatc mpafment ere
without ascites (n = 2) or with ascites (n = 5). The mean apparent clearances of

Iamumgne insubjcts i mid (1= 12), mderae (1 = 3} severe wehoutascies (0

 severe with ascites (n = 5) iver mpairment were 0,30 = 0.09, 0.24 + 0.1, 021
08 6 0154 000 mUmInAg, respectively. 2 ompared wih 557 ol
mLimir/kg in the heathy controls. fiean motrigine in subjects
moderste,severe wthoutssces. and everewit gheves repat \mpalmeﬂ! weredo =
20,72 44, 67 £ 11, and 100 + 48 hours, respectivey, as compared with 33

Rours n ity contios 1oee Dosege and Adrmension (201

Pediatric Patients:The pharmacokinetics of lamotrigine following a single 2-ma/kg dose
were evaluated in 2 studies in peditric subjects (n = 29 for subjects aged 10 months to
5.9 years and n = 26 for sublcts aged 5 o 11 years). Frty-three subjcts receied
concomitant therapy with other AEDS and 12 subjects received lamotrigine as.
montherapy. Lamotrgine pharmacokinet paroemeters for pedatrc patents are
summarized in Table.

Population pnarmacakmm Snslyses involing subjects aged 2 0 18 yeers
by totabody
weight and t AED therapy. igher, on 2
body wepht b, pedatr aterts than in aduks. Weght-noraleed Bmotrgine
Clarance vas Nher 1 ose sublcts weghing <30 g compared i, those weghing
. bocens weling 30 Mg ey rek an reasé of a5 mch o
o mamlensn(e o based on Limcalspone, s comperea v it subjects
weighing >30 kg being administered the same AEDs [see Dosage and A
() These anayees oo revesi th. o sccountng for bocy ‘weih, motriine
clearance was not significantly influenced by age. Thus, the same weight-adjusted doses
o e amin St t ien erespoee o Gifcnces 1 sg6. Concomtant ACDS
which influence lamotrigine clearance in adukts were found to have simiar effects in
chidren.

Table 16. Mean Pharmacoki

etic Parameters in Pediatric Subjects with Epilepsy

Pediatric Study Population Number of Subjects T max(h) t1a(h)  CLF (mL/min/kg)
Ages 10 months to 5.3 years




Subjects taking carbamazepine, 10 3.0 7.7(5.7t0 11.4) 3.62 (2.44 10 5.28)

phenytoln, phenobarbital,or primidone (10t05.9)
Subjects taking antiepiepticdrugs with no known effect on the 7 52 100(1291027.0) 12 (0.75102.42)
apparent clearance of lamotrigine @29t06.1)
Subjects taking valproate only 8 449 047

(1.0t0 6.0) (29.5 to 52.5) (0.2310 0.77)
Subecs teking carbamazepine, phenyton,phenobaroial or 7 16(101030) 7.0(38109.8) 254 (135105.58)
prim
e aking corbamazepine, phenyton,phenoberka or s 33(10t06.4) 191 (7.0t931.2) 0.89 (0.39 to 1.93)
primidone 2 plus valproate
Suh‘e(ls lakmg valproate only b 3 4.5 (3.0 t0 6.0)65.8 (50.7 to 73.7)0.24 (0.21 to 0.26)
Ages 1. 8 years
Subﬁcl’ﬁ (akmg carbamazepine, phenytoin, phenobarbital, or 11 13
Subfecs teking crbamazepine shenon, phenobarbil, or 8 05
primidone 2plus valpro;
Sl g vabroatsony 4 03

. phenytoin, and pr shown to increase.
e soparent carance of et gine Estrogen cortanng orlcontaceptves rfompin.

shnwn lo ‘ncrease the apparént clarance of amotrgine (see Drug Inferactons 5
BTwo subjects were included in the calculation for mean Tmax.

CParamels not estimated

Geriatric Patients:The pharmacokinetics of lamotrigine folowing a single 150-mg dose of
lsmotrighne were evaluated i 12 el vokintesrs beween the ages of 65 and 76 yers
(mean creatinine clearance ‘ange: 33 to 108 mLjmin). The mean half-fe of
Kmotrigine in these Subjects was 31 ours frange: 24.5 0 45.4 hours), and the mean
Clarance was 0.40 MUK (range. 026 10 6.48 mLmINkG)

e and Female PaintsTne clerance o Brigine ot ffected by gener,
However, during dose escalation of amotrigine in 1 cinicaltralin patients with epiepsy
on a stabie dose of vaproate (= 77), mean trough kmolrigne concentratons
unadjusted for weight were 24% to 45% higher (0.3 to 1.7 mcg/mL) in females than in
males.

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

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No evidence o carchageniiy was seen n miceor rats folowing oral aaminiraton of
famotrigine for up to 2 years at doses up to 30 mg/kg/day and 10 to

respectively. The highest doses teste are e thanthe human dose of 400 majaay on
b0y surface ares (maim) b

La negative in in nd
assays and in clastogenicity (in viro human lymphocyte and in vivo rat bone marrow)
assays.

No evidence of impaired fertity was detected in rats given oral doses of lamotrigine up
0 20 makg/day. The highest dose tested i less than the human dose of 400 ma/day
on'a mg/m? basis

14 CLINICAL STUDIES

14.1 Epilepsy

Monatheraoy with Lamtrigine i Aduts i Receiving
Treatment in. Phenobarbital_or Primidone as the Single
ot D

tablshed in a muticenter,
doubleing (hm(a\ ma\enmﬂmg 156 adult oulnanenls win pariakonset sezures. Tre
at least 4 simple partial-onset, complex partiakonset, andjor
CeConcorhy Genaraloc Soures oLt aach of 3 Conmacuin’ & meck
receiving carbamazepine or phenytoin monotherapy during baselne. Lamotrigine (target
dose of 500 mg/day) or valproate (1,000 mg/day) was added to either carbamazepine or
phenytoin monotherapy over a 4-week period. Patients were then converted to
monotherapy with lamotrigine or valproate during the next 4 weeks, then continued on
monotherapy for an addtional 12-week period.

of all weeks of meeting an escape
criterion. Criteria for escape to : (1) doubling of
. (2) doubing of -day . 3)
emerg; seizure type (defined as a seizure that did not occur during the 8-
week baselne) that is more severe than seizure types that occur during study
Westment,or (4) cnialy signcant prolongabon of generatsed tonic-conk seiur
The primary efficacy variable was the proportion of patients in each treatment group
1o met escape criteria.
pe of patients who in the group
receiving & a00% (5570 b in the
ig (P=0.0012)
i favor of \amemgme N craneas i itacy bosed on 205 ot o1 roce wte

Paints i the conrol roup were ntentonaly trated wkh a relatiey ow dose of
vaproate as such,
Catety o monotnerapy wi Bmeb g, ond counot be e prred v s e

ety of ey oot Gose o vaprosts
Adunctive Therapy with Lamotrigine in Adults with Partial-Onset Seizures.
‘The effectiveness of lamotrigine as adjunctive therapy (added to other AEDS) was intially
establshed in 3 pivotal, muticenter, placebo-controlid, double-bind cinical trias in 355
adults with refractory partiakonset seizures. The patients had a history of at least 4

rtiakonset seizures per month in spie of receiving 1 or more AED at therapeutic
concentrations and In 2 of the trials were observed on their estabished AED regim

e

during baseines that varied between weeks. In the third trial, patients were not
obsenved i  prospectie basene I patnts conliuing (o v o kst 4 slaures per
month during the baseline, lamotrigine or placebo was then to th

therapy. In a1 3 trla, change from basele i sezure frequency was the o

fectvenss, T esuts guenbeow arcfr o oot caures i the

entto ot popuiton (o pients who receved t kast 1 dose of eatment i ach
{7, unkess otherwse NOKate. The median sezurs requency at baseine was 3 per
Weck whi the mean 2 baselng was 6.6 po week fr a patens enroled i effacy

One il n = 216)was o doublebin, plcebo-contrld.parlel il conising of o
2w reamen: perd. Paents cuine be o more a2 abersntconvians
ot alowed. Patents 3 tar
s of 300 oy of Bmotigie, o s rget oo of 300 iy of Amtsine. The
n reductions inthe frequency of al partiaonset sezures rektive to baselne were
% paions T pacebn 20% 1 ot recevig 00 ooy o avtrgine,
36% i patients receving 500 mg/day of lamotrigine. The seizure freq
educ(m\ was statistically Sn"mcan( in the SDD mg/day group compared wnh (he
placebo group, but not i the 300-malday
v 111 2 6) v gl lcemo-contoe, oz crossover
tril consisting of two 14-week treatment periods (the kst 2 weeks of which consited
of dos aperng) separated by a -week washout period. Patentscou ot be on more
than 2 other anficonvuisants and valroate was not alowed. The target do
of ometrne'uas 400 sy Whn te s 12 wecksof e coment perinds were
analyzed, the median change in seizure frequency was a 25% reduct
Sl one compre e oce <001
“The third trial (n = 41) we
of two 12-week [ree(ment perids separated by o -week washoutperiod, Ptents
Cold not be on more than'2 other antonvulsants. Thiteen p
concomitant. va\pmale‘ these patients received 150 mg/day ul \smotﬂgme The 28 other.
patients had a target dose of 300 mg/day of lamotrigine. The median change in seizure
frequency was a 26% reduction on lamotrigine compared wih placebo (P<0.01)
o diferences i efficacy based on age, sex, o ace,as measured by change nsezure
frequency, were dete
Adjunctive Therapy with Lamotrigine in Pediatric Patients with Partiak-Onset Seizures.
e efectvenes of motrigne s adunctve therapy npeditric patents weh portah
stobished i  mullceter, ot bin, pcebo <ontote raln
156 patents Saea 210 16 s (0= 98 on amoirge T piacebon.Folown
B wec
Eimotigne o plcebe aided o her currant ALD regimen bf up 10 2 druge. Patents
ere doed bsed on by ent an vabrote use, Targe doseswere desond o

g/day)
and 15 mghkgiday for tha patints not taking va\pma(s {maximum dose: 750 maio)
‘The primary efficacy endpoint was percentage change from baselne in all partialonset

e F e et bsses popelton: i men requCuon of a1 ot et
Seizures was 36% in patients treated with lamotrigine and 7% on placebo, a difference
that was statisticaly signficant (P<0.01),

in patients wi

syndrome was. es(abhshed 8 musicentr, double-bind, pacebo contoled il n 169

patients aged 3 to s (n placebo).

ek, gl binG, pace ohase, e werb randomate 1 16 wesks ol remiment
fmotrigineor placebo addd to thef current AED regmen ofup t 3 drug

Patents were doset on T 2056 agmen escd on oy waght and valresie use

Target doses wers deskned o sporoxmate 5 mg/g/day for patnts taking varoate

(maximum dose: 200 mg/day) and 15 mg/kg/day for patients not taking val

(maximum dose: 400 mg/day). The primary efficacy endpoint was Dercemaqe chaﬂqe

from baseline in major motor seizures (atonic, tonic, major myoc)

Seures).For the Incent to-treat populaton, the mecia recoction of raor motor

Seizures was 32% in patients treated with lamotrigine and 9% on placebo, a difference

that was statisticaly significant ( P<0.05). Drop attacks were significantly reduced

by lamotrigine (34%) compared with placebo (9%), as were tonic-cloic seizures (36%

reduction versus 10% increase for lamotrigine and placebo, respectively).

‘Generalzed Tonic-Clonic Seizures.

‘The effectiveness of lamotrigine as adjunctive therapy in patients with PGTC seizures
a5 establshed i a mulicentr, doubl b, placebo contoled il n 117 pedatri
and a jents aged 2 year otrigine, n = Jacebo).
Panen(s yith at fast 3 PGTC eoures Serng an Bowett b phase were romdonzed
ks of treatment with lamotrigine or placebo added to their current AED
men of upm 2 drugs. Patients were dosed on a fixed-dose regimen, with target
doses ranging from 3 to 12 mg/kg/day for pedatric patients and from 200 to 400
mg/day for adult patients based on concomitant AEDs.
‘The primary efficacy endpoint was percentage change from baseline in PGTC seizures.
For the intent-to-treat population, the median percen reduction in PGTC seizures was.
9% in patients treated with lamotrigine and 34% on placebo, a difference that was
statistically signiicant (P= 0.006).

14.2 Bipolar Disorder

Aduts.

of lamotrigie in the bipolar | disorder was

establshed n 2 mukicenter, double-bind, pacebo-controled rfs  adut patens (aged
iteria for bipolar | disorder.

R ot b revene (win 6 dayk)depr e apto 3 defncd by DSV ond
Trial 2 included patients with a current or recent (within 60 Gays) episode of mania or
hypomania as defined by DSM-IV. Both trias included a cohort of patients (30% of 404
subjects in Trial 1 and 28% of 171 patients in Trial 2) with rapid cycing bipolar disorder
(410 6 episodes per year).

Inboth i, patents wererted o gt doseof 200 g of bmotrigne o o on
theray tons
during an B 10 16-week apenlabelperiod. Overal 81% of 1305 patnts Danmpamg in

ine openbel perod weré receni 1 o more othr peychovepi med

(sSnis). atypical
rtpaenores nciusng clanzapine), vaproate, or thium, during tiration
of lamotrigine. Patients with a CGl-severity score of 3 or less maintained for at least 4

Comtinao s wecka, meacing St s i Pt week on moretherapy wih GOUgne,

o Gouble-bi
months. The primary endpoint was TIME (time to intervention for a mood episode or one
that was emerging, time to discontinuation for either an adverse event that was judged
to be related to bipolar disorder, or for lack of efficacy). The mood episode could be
depression, mania, hypomania, or a mixed episode.
I rl . paterts rcelved doublebing montherapy wh amotrigne 50 mojday (1
50, lamotrigine 200 m 124, lamotrigine 400 mo/day (n

121). Lamatrighe (200- o 400 mjday reatment groups Y ambined] et superr

§

to placebo in delaying the time to occurrence of a mood epsode (Figure 1). Separate
neses of e 200 one 400y Gose groupe aveaRe o addad bkl rom ne
higher dos:

In Trial 2, patients received double-bind monotherapy with motrigine (100 to 400
ma/day, n = 59), or placebo (n = 70). Lamotrigine was superior to placebo in delaying
time to occurrence of a mood episode (Figure 2). The mean dose of lamotrigine was.
about 211 ma/day.
ARhough these rsls were ot designed o separately evaluate time o the occurrence of
sion or mania, a combined analysis for the 2 trials revealed a statisticall
sanlicant beneft for \amomg\ne over piacebo in delaying the time to occurrence of bath
depression and m: ough the finding was more robust for

Figure 1: Kaplan-Meler Estimation of Cumulative Proportion of Patients with



Mood Episode (Trial 1)

R

Figure 2: Kaplan-Meler Estimation of Cumulative Proportion of Patients with
Mood Episode (Trial 2)

[r—)

16 HOW SUPPLIED/STORAGE AND HANDLING
SUBVENITE (lamotrigine) tablets, USP 25 ma
Whte o off white, ound shape, Tt face beveled sage,uncoated tabets deossed i
“2L" on one side and break in

Bottie of 100 NoeBsR0n 30801

Bottle of 6600 NDC-69102-301-02
SUBVENITE (lamotrigine) tablets, USP 100 ma
Whteto offwht, found shape it face beveled edge, uncosted tabts debossed wi
“10LA" o

Bottle of 100 b

Bottle of 2500 NDC-69102-319-02
SUBVENITE (lamotrigine) tablets, USP 150 ma
Whte to off whte, found shape it face beveled edge, uncaated talets debossed weh
“15LA" on on

Botta of 100 e o as008

'SUBVENITE (lamotrigine) tablets. USP 200 mg
White to off white, round shape, fat face beveled edge, uncoated tablets debossed with

SUBVENITE (lamotrigine) tablets, USP Starter Kit for Patients Not Taking Carbamazepine,
Phenytoin, Phenobarbital Primdone. or Valproate (Orange KEl.

25:mg, whie tooff whiks, round shape it face beveled edge, uncosted tablets
debossed with “2L" on one side and break fine on other sid

100-mg, white to off white, round shape, fat face beveled edge, uncoated tablets
debossed with "10LA” on one side and break fine on other side.

Biister pack of 42, 25 mg tal
a5 Ba0me tabere ™ “bC.69102-30001

SUBVENITE (amotrigieltablets, USP Starter Kk for Patents Takina Carbamazepin
Phenytoin. Ph d Not Kith.

25-mg, white to off white, round shape, flt face beveled edge, uncoated tablets
debossed with "2L" on one side and break ine on other side.

100-mg, whiteto off whie,round shape, ia face beveled dge, uncoated talets
debossed with "10LA s sde and bresk bne on other i
Bister pack of 84,25 mg ta

and 14,100 mg tablets  NDC-69102-312-01
BVENITE (lamotrigine) tabl P Starter K for Patients Taking Valproate (Bl

25.mg, whke to off ks, round shope, i focs bevsld edge, uncosted ttlets
ebossed with "2L" on one side and break ine on other side.

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 labeiing (Medication Guide).
Rash

Prior to intiation of treatment with SUBVENITE, inform patients that  rash or other
signs or symptoms of hypersensitivity (e.g., fever, lymphadenopathy) may herald a
serious medical event and instruct them to report any such occurrence to their
healthcare providers immediately.

Hemophagocytic Lymphohisti

Prior to intiation of
actvaton may occur wkh SUBVENITE mat ey ok repore Sone o sprmptome
Such as fever, rash,

Mutiorgan Blood Dyscrasias. and Organ Faiurs
Inform patints that mutiorgan hypersensiiviy reactions and acute multorgan falre
may occur with SUBVENITE. Isolated organ faiure or isolated biood dyscrasias without
evelence of mukorgan hypersenskivty may aso occur, et pateri s contac ther
heathcare providers immediatel experience any signs or symptoms of the
Condtons [see Warnings and Precautons (5.5, .51

hythm n Abnormal

Inform patients that, due to its mechanism of action, SUBVENITE could lead to irregular
or slowed heart rhythm. This risk s increased in patients with underlying cardiac disease
orheart conductn prablems o who e taking other meslcatons tat affect heart
conduction. Patients should be made aware of and report cardiac signs or symptorms to
thet heathcare proviler rght anay. Patets i eveop oynéope Snock B down wih
legs and contact ther healthcare provider [see Warnings and Precautions (5.4)]
‘Suicidal Thinking and Behavior
Inform patents, ther caregivers, and farle that AEDS, ncudng SUBVENITE,may
of sticidal thoughts and behavior. Instruct them to be alrt for the
o narsening of syt of depression ry ueual<bangen i mood or
Behavir, o the emergance of Suckal thougAs or behavir o houghts abouk sel-
harm. Intruct them to immediately report behaviors of concern to their healthcare
providers.
Worsening of Seizures
Instruct patients to notfy their if worsening of
occurs.
Central Nervous System Adverse Effects
Inform patients that SUBVENITE may cause dizziness, somnolence, and oth
symptoms and signs o centalnervous system depression. Accordngh, nsruct them
R0 5 Gperats other complex mechnery Lt they have ganed
Suffnt experience on SUBVENITE to Gauge whethe or na t adversely afects hek
mental and/or motor performance.
Preanancy and Nursing
Instruct patents o notiy the heakhcare provides f they become pregnant o ntend
uring therapy an i hey nend o brestfeed or

renieash on o

Encourage patiens to nrol i the NAED Pregnancy Regitry I they become pregnan

This regstry is collcting information about the safety of AEDs during pregnar

enrol pateNts can callin tofree Number 1-898-235-2334 [56¢ Use 1 Specic

Populations (8.1)]

Inform patients who intend to breastfeed that SUBVENITE is present in breast mik and

2dve herto monkor har i for potenta adverse ffects of s rig. Dscuss the
benefits and risks of continuing breastfe

Use of Estragen-Containing Praducts. In wm I Contracept
Instruct women to noty thek heakfcare proviers  they pian o stator top use of
inc RT). Starting
e medo ety Sanfkanty decriase
Cemoliigi plasma kves, nd SUrppN ssrogen-containing ore contracentives
{icudng e piirce week) iy Sgnicanty ncrease Lmotrigne plesa el see
Warnings and precautons (5.9), Cincal Pnarmaco'ﬂgy (12.3)] . Also nstruct women to
prempt\y notty ther f they. or
changes (eg. bleeding) SUBVENITE

I combination wth thése mecatins

Instruct patients to notfy thei healthcare providers f they stop taking SUBVENITE for
any reason and not to pr

Inform patents that SUBVENITE oy cause aseote menigiis rstuctther o oty

meningtis
e 2 s dache s, Rausen. Vot Sl heck, oo, Tl ceneiiiy 8 e
myalga, chils, confusion, or drowsiness whie taking SUBVENITE.

Potential Medication Errors

To avoid 2 medicaton eror of ushg the wrang drug o formuston strongy sdve
vl 3 the

f lamotrigine, eac rescripton lsce bosag
Forms o Srangths (310 How Soppiedrsorase and el 6y Referthe et
to the Medication Guide that provides depictions of the SUBVENITE tablets
The brands lited are trademarks of ther respective owners.
torrent-
Manufactured by:
Torrent Pharmaceuticals LTD., Inda.
Manufactured for:
OWP Pharmaceuticaks, Inc., 701 Warrenvile Road, Suite 200, Lisk, IL 60532

8105058
OWOSSUBPI1125  Revised: November 2025

hat is tf
1. SUBVENITE oy cause 2 serious sk rash that may cause you to be

e o waylotelfa ok tach i become more Serous, A serous sk rash can

lhappen ime during your treatment with SUBVENITE, but & more ikely to happen

i the ek 216 B weeks of restment. Chidren and tesagers aged between 3 ond

(17 years have a higher chance of getting this serious skin rash whie taking SUBVENITE
i risk of etting a serious skin rash is higher

+ take SUBVENITE whik taking valproate [DEPAKENE (valproic acid) or DEPAKOTE
(divalproex sodium)].

+ take a higher starting dose of SUBVENITE than your healthcare provider prescribed.

» increase your dose of SUBVENITE faster than prescribe

The risk of serious skin reactions may be associated with a variant in genes called
HLA-8"1502 in people from Asian origin (mainly of Han Chinse and Talorgi)
/see, “Before taking SUBVENITE, tell your healthcare provider about all of your
lhealth conditions”

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




» askin rash
« blistering or peeling of your skin

* hi

» painful sores in your mouth or around your eyes

[These symptoms may be the first signs of a serious skin reaction. A heakhcare provider|
lshould examine you to decide ff you shoukl continue taking SUBVENITE,
/2. Other serious reactions, including serious blood problems or liver

[problems.
SUBVENITE can also cause other types of alergic reactions or serious problems that
may sffect organs and ather part ofyour body ke your er o blod cels. You may o
imay not have a rash with these types of reactions. Call your heakthcare provider rig
Fv ¥ you v any of hese symptoms

- fever

frequent infections

severe muscle pain
swelng ofyour face, eyes ips, or tongue
Swollen lymph glan

unusuamrusng o b\eedmg looking pale
weakness,

Velowng o your skm or the white part of your eyes
trouble walking or seeing
Seiures for e frst tme or happening more often

pain andjor tenderness in the area towards the top of your stomach (enlarged ver
Sndlor spleany

B, I patints wkth known heart problemns the use of SUBVENITE may lad o a fast
et bt Cal your heakhcareprovider right awy i
| have a fast, slow, or pounding

- T your ncart sk 2 beot
 have shortness of breath.
| have chest pain.
- feel ghtheaded.

. Like other antiepleptic drugs, SUBVENITE may cause sukckial thoughts or

lactions in a very small number of people, about 1 in
(Call heakhcare proviler right away if you have any ot these symptoms,
lespecially if re new, worse, or worry

» thoughts oo sukiteor ‘aying

+ feeing agtated or restiess
+ panic atacks
+ trouble sleeping (insormnia)
+ new or worse irabitty
; acing agaresive,beng angry. o voknt
; acting on dangerous mpue
ity and taking (mani)
 Giher unusual changes m behavir o mood

Do not stop SUBVENITE wkhou fist taking to 8 heaithcare provider.

» Stopping SUBVENITE suddenly can cause serious probl

» Suicidal thoughts or actions can be caused by things et ihan medicnes. I you
Rave sl NoUghts or actions, your neakhcare provkler may check for other
causes.

Haw can § watch for esrly symptoms of sukidel thoughts and actions In
imyself o
ber?

* ey atention to any changes, especilly sudden changes, i mood beravors.

+ Keon o olon viks wEh your hathcare provider s scheduied.

* Collyour heaktcare proveer between vk 5 nesed, specialy i you are worried
out symptor

[5; SUBVENITE may cause aseptic meningkis, 2 serious Inflammation of the
rote

ctive membrane that covers the brain and spin;
Colyour Reakneare proveler gt away # you nace any of the folowing
mptom:

vomiting
stiff neck

ash
unusual sensitivity to ght
muscle pains.

chils

confusion

drowsiness

Ieningiis nas many causes other than SUBVENITE, whih your doctor would check or
if you developed meningitis whie taking SUBVENIT!
SUBVENITE can cause other serlous side effects. For mare nformator ask your
eokheare proviler o pharmacist. T your heathcare proviler  you
et o b you B soa 6 1604t bection b enased vinar e e
lpossible side effects of SUBVENITE?"
People prescribed SUBVENITE have sometimes been given the wrong
Imedicine because many medicines have names simiar to SUBVENITE, so
/ays check that you rec NITE.
ki the wrdng mecaton can cauee senbus heath problns. When your heathcare
lprovider gives you a prescription for SUBVENITE
» Make sure you can read t clearl
» Takk to your pharmacist to check that you are given the correct medicine.
» Each time you fil your prescription, check the tablets you receive against the pictures
of the tablets below.

[Iese pctures show th distict wording, colrs, and shiapes of the tablets tht hp to

Jdenttythe right strengthof SUBVENITE ablts Immesdlately calyour pharmackt you
a SUBVENITE tablet that does not look ke one of the tablets shown below, as

oy have receive the rong medicaton.

SUBVENITE (amotrigine) ta

Tablet Strengin

iensional Drawing
- © O
- @ O
- @ O
- @ O

" SUBVENITE & a prescription medicie us
L ogether wihatner medicnes to et e types of seiures partaronset
ralzed tonic-clonic sezures, generalized sezures of Lennox:

lGastaut. syndromeJ o peob aged 2 years and oer
s when changing rom L other medicine s o tret partiakonses seizures
lpeaple aged 16 year
o for the long- Ierm reatrent of bpokr | dsorder o lengthen the tme between mood
lepisodes in people who have been treated for mood episodes with other medicin
e ottt SUBVENITE & st o afecte i people younger than 18 Vears win
imood episodes such as bipolar disorder or depressior
71 not known if SUBVENITE s safe or effectve when used dlone as the frst
reatment of seizures.
« Itis not known if SUBVENITE is safe or effective for peaple with mood episodes who
have not ey been reated wkth other medkines

UBVENITE should not be used for acute treatment of manic or mixed mood

P;uo not take SUBVENITE:

» if you have had an allrgic reaction to lamotrigine or to any of the inactive ingredients|
in SUBVENITE. See the end of this leaflet for a complete list of ingredients in
SUBVENITE.

[Feocs ooy SURUEIITE Tl v Foakhears pravider about o of your

lhealth conditions, including

e i  rah of sk eachon to nother antselzure medice.

* are of Asan origin, have had HLA testing before, and know you e carryng the
genetic variant, HLA-8*1:

have or have had dzprassnn mood problems, or suicidal thoughts or behavior.

have a history of heart problems or irregular heart beats or any of your famiy

ers have any heart problem, including genetic abnormalties.
» have had ssept maninghs aﬂer taking SUBVENITE

. (birth control
0o s el T mane] medinc (ssch a2 hormene rpbcement hesspy)
Bo ot startor stop takng bith control i o other female hormonal medicne untt

Stopping these medicines whie you are taking SUBVENITE may cause side effects
(such as dizziness, lack of coordination, or double vision). Starting these medicines
may lessen how well SUBVENITE works.

= are pregnant or plan to become pregnant, It s not known if SUBVENITE may harm
your unborn bby. I you becorme pregnant whie (aking SUBVENITE, tak 9 your
heakthcare provider about registering with the North American Antiepieptic Dru
Pregnancy Regitry. You can enol i th registry by caing 1885 5552334, The
purpose of this registry is to callect information abaut the safety of antieplleptic
drugs during pregnancy.

* ar brestfeeding. Lamairigine passes it bresst mik and may cause s ffects

baby. wyou breastieed whde taing SUBVENITE, watch your baby closeh

o troubl breating, apbodes of emporary Soping brecthing. Shepnics. o
oot Sacking. Catyous ey heokneore rovkie PO oo § 304 50 oy 1 mese
problems. Talk to your
you take SUBVENITE.

Tell your healthcare provider about all the medicines you take
rescrpton and over the counter medicnes, utamins, and heral Sippments.

ITE and certain other medicines may interact with each other. This may cause
erous sce afects

Know the medkines you take. Keep 2t ofthemto show your heathcare provide snd

harmacist wt medic

How shou UBvENITE?

ke SUBVENITE oxact as prescri

 Yout heatheore proviermay cronge jour dose. Do ot changeyour dose wihout
taking to your heatthcare provider.

* Do ot sop ke SUBVENITE wihout takng o your healircare provier Stopping
SUBVENITE suddenly may cause serious pr ve epi
S0 sto taking SUBVENITE saddent, o0 oy mave etk i no e,
Talk with your healthcare provider about how to 5top SUBVENITE s/

» 1f you miss a dose of SUBVENITE, take it as 500 as you remember. If t is aimost

time foryour nest dose, just sk the missed dose. Takethe next dose at your
regular time. Do not take 2 doses at the

1o ake oo s SUBVENITE, el your neatneore providr or your ocaPoson
Gontrl Gnteror g t th nearest hospkalemergency room rght o

= You may not feel the full effect of SUBVENITE for several

* If you have epilpsy, tellyour healthcare provider if ymlr seizures get worse or if you

eizures

+ If you have trouble swalowing SUBVENITE tablets, tellyour heakthcare provider
because there may be another form of SUBVENITE you can take.

« If you receive SUBVENITE in a bister pack, examine the bister pack before use. Do
not use If blisters are torn, broken, or missing.

Should 1 avoid while taking SUBVENIT
150 ot ke, operate machinery, or o other dangerous actvies unti you know how

ISUBVENITE affects you
What are he-possihie s SFfects o

SUBVENITE can cause serious side effects.
'See "What is the most important information | should know about

asi
blurred or double vision

fever

o coordnaton
Sodomintpo

fectons, kg seasanai
skeepl




back pain

» sore throat

[These are not all the possible side effects of SUBVENITE
(cal your i - You to

ITE ot 20° to 25°C (68° to 77°F); excursions permited to 15° t0 30°C
(59" to 86°F) [See USP Conroled Room Temperature].

ep SUBVENITE and all medicines out of the reach of children.
eneral information about the safe and effective use of SUBVENITE.
IMedicines are sometimes prescribed for purposes other than those fisted in a
IMedication Guide. Do not use SUBVENITE for a condition for which & was not
lprescribed. Do not give SUBVENITE to other people, even if they have the same
ymptoms that you have. It may harm them.
u take a urine drug screening test, SUBVENITE may make the test result positive
for another drug. If you require a urin drug Screening test, tellthe heatthcare
) admini at taking SUBVENITE
fou can ask your healthcare provider or pharmacist for information about SUBVENITE
ten for health professionals.
hat are the ingredients in SUBVEN
lactive ingredient: lamotrigine, USP.

magnesium stearate;
elluose; povidone; and sodium starch glycolate.
[For more information, call 1-800-273-6729.
[The brands fisted are trademarks of thelr respective owners,
torrent

Manufactured
Torrent Pharmaceuticals LTD., India.
Manufacture
[owP Pharmaceuticas, Inc., 701 Warrenville Road, Sute 200, Lisle, IL 60532.
/oWOSSUBMNGI1125 Revised: November 2025
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“This Medication Guide has been approved by the U.S. Food and Drug Administration.

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 25 mg
100 Tabets

NDC 69102-301.01

SUBVENITE ™

(lamotrigine tablets, USP) 25 mg

T0Tatlets  NOCE9102:301-01

Subvenite”

PACKAGE LABEL PRINCIPAL DISPLAY PANEL - 100 mg
100 Tablets

NDC 69102-319-01

SUBVENITE ™

(lamotrigine tablets, USP) 100 mg

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 150 mg
100 Tablets

NDC 69102-150-01

SUBVENITE ™

(lamotrigine tablets, USP) 150 mg

‘CAUTION: Verfy Procuct Dispensec.
ATTENTION: Dispense the accompanying
Medicaion Guic to sach patert,

[ ST e

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 200 mg
100 Tabets

NDC 69102-320-01

SUBVENITE ™

(lamotrigine tablets, USP) 200 mg

aeasiamR

'S‘L‘Jbvenh[‘te‘

(lamotigine table

ll:z«m“:

69102

N
3
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