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FULL PRESCRIBING INFORMATION

WARNIN

ERIOUS SKIN RASHES

SUBVENITE can cause serious rashes requiring hospitalization and
discontinuation of trestment. The incidence of these rashes, which have
included Stevens-Johnson syn roximately 0.3% to 0.8% in
pediatric patients (aged 2 to 17 years) and 0.08% to 0.3% in adults
receiving SUBVENITE, One rash-related death was reported in a
prospsctialy folowed cohort of 1,983 peditric patients (aged 2 to 16
years) with epilepsy taking SUBVENITE as adjunctive therapy. In

worldwide postm: experionce; rare cases of toxic epidsrmal
necrolysis and/or rasi-related death have been reported i adult o
pedtric patients, but ther ‘umbers are to few o permi a prec
estimate of the

Other than age, there are as yet no factors dentified that are known to
predict the rsk of occurrencs or the severly of rash caused
suwsmre. There are suggestions, yet to be pro
h may sl be increased by (1) "t oaimiistr st o' SUBVENITE with
talproste (inchides valproic sckl snd divalproex sodim), (2) excesding
commended nital dose of SUBVENITE, or (3) exceeding

Tecommended dose escalation for SUBVENITE. However, cases have
occurred in the absence of t
Nearly all cases of life-threatening rashes caused by SUBVENITE have
occurred within 2 to 8 wesks of trestment inkiation. However, islated
cases have occurred after prolonged tr 9. hs).
Accordingly, duration of therapy cannot be ralled upon as eans to

predict the potential risk herakded by the first appearance of a rash.
Mlhough benign rashes ars aiso caused by SUBVENITE, & s ot possile
to predict reliably which rashes wil prove to be serio
trraatoning. Acéordmar, SUBVENITE shold ordinarty be aiscontinued at
the first sign of rash, uniess the rash is clearly not dru
Dlscontinuation of trestment may not prevent a rash from becoming lfe
threatening or permanently disabling o disfiguring [see Warnings and
Precautions (5.1)] .

1 INDICATIONS AND USAGE
1.1 Epllepsy

Adiunctive Therapy.

SUBVENITE is indicated as adjunctive therapy for the following seizure types in patients
aged 2 years and older;

« partisbonset seizures
« primary generalized tonic-clonic (PGTC) seizures.
« generalzed seizures of Lennox-Gastaut syndrome.

SUBVENITE s indicated for conversion to monotherapy in aduts (aged 16 years and
older) with who are receivin
phenytoin, phenobarbital, primidone, or valproate as the single antiepileptic drug (AED).
Safety and ffectiveness of SUBVENITE have ot been estabished (1) as il
Tonotherapy: (2) or comversion to monctherapy o

Cavbamarepia. phenyiom. phenoberbiat primaane, o vaproate:of (3 for
simuktaneous conversion to monotherapy from 2 or more concomitant AEDs.




1.2 Bipolar Disorder

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

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

in patients treated for acute mood episodes with standard therapy [see Clnical Studes (
4.2)]

Limitations of Use

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

2 DOSAGE AND ADMINISTRATION
2.1 General Dosing Considerations.

Rash

Theraare suggestions, vk to be proven, that the ik of severe, potetiay I

eatening rash may be increased by (1) coadministration of SUBVENITE wm vaproe,
) xcosting the resommaneed mtal doce of SUBVENITE or (3 exceeding

Sence of s Tocor et Boed Warming) Threlor. £ porian ht he dosing
recommendations be folowed closely.
“The risk of nonserious rash may be increased when the recommended infal dose
andlor the rate of dose escalation for SUBVENITE s exceeded and in patients with a
history of alergy or rash to oter AEDS.
SUBVENITE Starter at dos
iraton Schede fo T Tt 5 weske of teatmant: booed upon concomant
medications, for patents wih cplepey (oer than 12 years)and bolr | dorder
(aduls) and are intended to help reduce the potential for rash. The use of SUBVENITE
Starter Kis & recommended fr appropiatepatnts uho are starting or restartng
SUBVENITE [see How Suppied/Storage and Handing ( 16)]

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

rash assocated i prortreatment wih motrigne nless the potential benerts clary
igh the risks. f the decision is made to restart a patient who has discontin

S EEAITE e s 1 rastrs st kel e cormmenteions showkl b

sed. The areater the terva of time since the previous dose, th grester
consideration should be given to restarting with the initial dosing recommendations. If a
patet has discontiued amotrigne o perod of more than 5 hal-ives ki
recommended that initial dosing recommendations and guideines be folowed. The half-
o o & Gtacted by o concomians medotons 5ce Cingar

harmacology ( 12.3)]

‘SUBVENITE Added to Drugs Known to Induce or
tabolzed by conjugation, drugs

it are own o duce 6 mDE SucuronaR ray afec e enparen( clearance of

lamotrigine. Drugs that induce glucuronidation include carbamazepine,

phenobarbtal primdone,rampn etrogencontaiing ora Contraceptes, and the

Sucuronidaton For dosny considerations for SUBVENITE n patints on sstrogen-

aining contraceptives and atazanave/rRanavi,see below and Tabe 13.For dosing
s for SUBVENITE npatients o1 other drugs known t iduce o b

Ghrrortiton, sea Tabes 1.2, .6, na

Targ nt

A therapeutic plasma concentration range has not been estabished for lamotrigine.

Dosing of SUBVENITE shouk be based o therape.ti response see Cnical

rmacology (12.3)]
Women Taking Estrogen-Containing Oral C:

Starting SUBVENITE in Women Taking Estrogen-Contaiing Oral

/e been shown to
no adjustments

ot recommmands dose escaiton Gudeings for SUBVENTTE Sheti be necessary

S0l ased on th useofetrogencontaningorlconraceptives. Merfore dose

elines for Initatin

i SUBVENITE bosed on she concomant ALD o st concommiant meteatin loce

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

women taking estrogen-containing oral contraceptives.

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

Containing Oral Contraceptives

(1) Taking Estrogen-Containing Oral Contraceptives:In women not taking

carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as rfampin

an and induce.
lamotrigine glucuronidation [see Drug Interactions ( 7), Clinical Pharmacology ( 12.3)]
the maintenance dose of SUBVENITE wil in most cases need to be increased by as

s 2-fold over the recommended target maintenance dose to maintain a
consistent lamotrigine plasma level.
2)startng Estogen-Contaiing Ol Contraceptiesin women tkig o stable dose
of SUBVENITE and not taking carbamazepine, phenytoin, phenobarbital, primidone, or
ather drugs such 2 ffampih and the procease RNRorS ppnaviyTEonavI and

s g interactions (7),

a cases need to
incroased by s much as 2101 {0 mantain a consetent matrigine piasta evel The
dose increases should begin at the same time that the oral contraceptive is introduced
based on ccl response no more apidy than 50 10 100 mojday every
k. Dose increases should not exceed the recomment Tables 1 and 5)
Unless iamolrigine plasma levels or cHnal ESponse support orger Increases Gradua\
tansint ncreases i motrigne plasma v may occ active.
hormonal preparatior and these ncreases wilbe greter f dos s
increases are made e doye berore o during the week of nactve normonal
ration. Increased
o, Suth o dasioae, o and depl I adveree T ooetons BtroWaDE
o SUBVENITE consistenty occur durig the plfree week. cose adstments to the
o the pil-free

e b ot retarmendes For memmon tking SUBVENITE  saton to

carbamazephe, phenytoin, phenobarbkal primione o ather drugs such s rfampin
at induce

lamotrigne ghicuronidaton see Drug !nteracrmns (7 Cincal Pharmacobgy (12.3)]

(3) Stopping Estrogen-Containing Oral Contraceptives:In women not taki
carbamazephne, phenytoln, phenobarbkal. primidone, or other drugs Suchas  rfampn

lamam;me ucuronidatn fsee Drug nteractions (7). CincalPharmacology (1231,
the main USVENIT wil n most cases needto be decraosed by o3

e s S0 ordes o Ak » contintons aerc e placs v e decrezsenn

dose of SUBVENITE should ot exceed 25% o e total Gy dose per ek o

week pert fev

e normocooey (T wormeh tking SUBVENITE i adakion o

carbamazeph, phenytoin, phenobarbkal primione o atherdrugs such s rfampin
at indu

lamo(rvgme Shcuronidaton sa2 Drug !nteracrmns (5 Cinal harmacology ( 123

preparations or
ot been

therapy on of evalated. It

sed
motrgie bp 1 2lo€ and the progestcay plls pad o efecs on rmatigne pooma
levels. Therefore, adjustments to the dosage of SUBVENITE in the presence of
progestogens abne wil ikely not
Patients Taking Atazanavir/Ritonavic
joes reduce the

adiustmants t e recommendad dose.cscaiion Qudeines for SUBVENITE Shouid be
necessary solely based o the use of atazanavir/ritonavir. Dose escalation should follow
the gukeinesfor ki with SUBVENITE based on
concomitant AED or other concomitant medications (see Tables 1, 2, and 5). In patients
Giresay taking maintenance doses of SUBVENITE and not taking ghicuronidation
inducers, the dose of SUBVENITE may need to be increased if atazanavir/ronavir is

added, or decreased if is discontinued [see Ci (
123)]
B with Imy

Experience i patiets with hepatc impskment & iied. Based on a crical
pharmacology study i 24 subjcts Ml moderate,and severe ler mparent
Specific Populations ( 8.6), Clinicai. Pnarmaca»ugy (123, thefolowing
general can be made. No d
i mi ver mpofment Ink, escolaton,and mam(enan(e Soses houl enraly be
reduced by approximately 25% in patients with moderate and severe fver impairment
Wihout aseies and 50% n pzuems Wi severe et mpairment wi ssches. Escalton
and maintenance doses may be adjusted according to clnical respon:

Patients with Renal Impairment
Initial doses of SUBVENITE should be based on patients' concomitant medications (see
Tables 10 3 and s reduced malntanance doses may b ffctiefor patnts i
signiicant renalimpairment [see iic Populations ( 8.7), Cnical Pharmacology
(123, Fen patents wit severe enal impament have been evakited durng chronk

Dopmon, SUSNENITE ShoLks o6 soe wiscoubon 1 trene patrts
‘Discontinuation Strategy

Eplpey For patents receiing SUBVENITE i ombinton wth other AED=. 2 e
evaluation of al AEDS in

o Sopearance of warsering of sdueret roscioms & svserves

If a decision is made to discontinue therapy with SUBVENITE, a step-wise reduction of
dose over at least 2 weeks (approximately 50% ek) is recommended unless

safety concerns require a more rapid withdrawal [see Warnings and Precautions ( 5.10)].

Dicontinuing carbamazepine, phenytoin, phenobarbil primilone, or other drug such
rifampin an
e e igne gocurandoton snoul brolng the e of omet e,
discontinuing valproate should shorten the half-ife of lamotrigine.
Blolr Disorderinthe controld cinal s, there was no cresse h the ckdence,
5 folowing abrupt termination of SUBVENITE,In the

‘ogram in aduks with bipolar disor jents experiences
CEnes Sherty sl abrapt windrawal of SUBVENITE. Discontination of SUBVENITE
shoukrolve a sep-wise reduction of dose ver o os proximately 50%

k) Unless safety Concerns 1equie a more 1apid wihdrawal [see Warmings and
Frecautons (5101

2.2 Epilepsy-Adjunctive Therapy

‘This section provides specific dosing recommendations for patients older than 12 years
2 ars. Within each of these s, speciiic dosing

recommendations are provided depending upon concomitant AEDS or other

concomitant medications (see Table 1 for patients older thr and Table 2 for

patients aged 2 to 12 years). A weight-based dosing guide for patients aged 2 to 12

Years on concomitant valproate is provided in Table 3.

B han 12 Ye

Recommended dosing guidelines are summarized in Table 1.

In Patients TAKING Valproate ®
25 mg every other day
25 mg every day
Increase by 25 to
0 my/day very 1t
ecks

Weeks 1 and 2
Weeks 3 and 4
Week 5 onward to maintenance

Usual 100 to 200 mﬂ/dly with valproate alone
maintenance 100 to 400 mg/day with vaiproate and
dose other drugs that induce glucuronidation(in 1 or 2

avalproate has been shown to inhibit glucuronidation and decrease the apparent
learance o lmotrighe [see D Interactions ( 7), Cical Phrmacology (12.9)]

hnrug and other than the
e amtiptlpte ge, i otogencantinig orol Contcepivis, o,
aha and Dosing
for anu pr
can be found in id 2

(2.)]
Fafions on e and the roteace Ibkor lophaverEonart ahoue olow the same
dosing titration/maintenance regimen used with antiepileptic drugs that

2 orug
Interactions ( 7), Clinical Pharmacology ( 12.3)1
Patients Aged 2 to 12 Years.
Recommended dosing guidelnes are summarized in Table 2.
Lower starting doses and sower dose escabtons than those used ) clnicaltri are
ash m: ased by
lower starting doses and slower dose escalations. Therelore, mantenance doses N
take longer to reach in than in clinical trals.
Tonthe 1o achiove an ndKAUIo6d malntenance dose, Meinténance doses n patnts
eghing <30 s, regardess of ageor concamant 'A£D, may need to be ncreased a5
based on cinical respons

Table 1. Escalation Regimen for SUBVENITE in Patients Older than 12 Years with Epilepsy
In Patients NOT TAKING C: Phenytoin,

b, or Valproate
25 mg every day

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

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

dlvided doses)

Patiants TAKING Carbamazepine. Phenytoln, Phencbarbital, or Primidone
T TAKHG Vajro

100 mg/d-y(m Y e doses)
Increase by
100 mo/day every 1 to 2 weeks.

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



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

In Patients TAKING Valproate 2 In Patients NOT TAKING C: Phenytoln, Patients TAKING )
) band NOT TAKING Valproate 3
Weeks 1 and 2 0.15 mg/kg/day in 1 or 2 divided 03 makg/day in 101 z dhided 0.6 moykg/day i 2 dhided doses,
doses, rounded joses, rounded roun
N to the nearest e rere whole rearect whol bl
whole tablet (see tablet

‘Table 3 for weight-based dosing guide)

Weeks 3and 4 0.3 mg/kg/day in 1 or 2 diided 0.6 mg/ko/day i 2 dvided doses, 1.2 mg/kg/day in 2 divided doses,
doses, roun ‘ounded down to the rounded down to the.
down to the nearest earest whoe tabet nearest whole tablet

whole tablet (see

Table 3 for weight-based dosing guide)
Week 5 onward to maintenance The dose should be The dose should be ncreased every 1to The dose shouid be ncressed every 1o
ncreased evey 1 t0 2 weeks as follows: calculate 2 weeks as folow:
ows 06 malkalday. round S oy round
ca\cu\ate 03 makaioay. this amou to n to
this amount the nearest whole the nearest whole
down to tha nearcst tablet, and add this tablet, and add this
whole tablet, and Rt to th ‘amount to the
add this amount to previously previously
the previous ‘administered daily ‘administered daily
sdminstered dady dose. dose,
Usual Maintenance 1to5 m/kwa-y (maximum 4.5 to 7.5 mg/kg/day (maximum 300 5 to 15 mg/kg/day (maximum 400
200 mg/day in 1 or 2 mgiday in 2 divided mg/day in 2 divided
divided doses) doses) doses)
1 to 3 mg/kg/day with valproate alone
May need to be. May need to be May need to be.
ncreased by a5 increased by as much creased by a5 much
Maintenance dose in patients h as 50%, based as 50%, based on a5 50%, based of
<30kg "o cinkalrespanse clinical response. i response,

Note: Only whole tablets should be used for dosing.
“Vaproatsnas been shown to RhEE ghcuronklaon and decesse the ppacent
clear 2.3)]
Sorug it ndoce motigne gacororkisen ind éresse chorance, ket the
specified antiepiptic drugs, include estrogen-containing oral contraceptives, ritampin,
and and Dosing

and the p
can be found i 2 (21)]
Fatints on o o prokease kot opmavkonawk Shoud tolw 1 s
dosing tston/mainenance regimen used wih antepieptc drugs that nduce

(2.1)

Drug
teractons (7). Cincal rarmaco0gy { 15

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

Give this dally dose, using the most appropriate combination of lamotrigine 2-
If the patient’s weight is and 5-mg tablets

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

Usual Adiunctive Maintenance Dose for Eplepsy
The ususl mantenance doses Kentfiedn Tbls 1 and 2 re deried rom dosg
‘egimens employed in the placebo-controlled adjunctive trials in which the efficacy
GF SUBVENITE was cstabianea. In patnts receving malirug regimens employig
carbamazephe, phenytoin, phenobarbtalor rimidone wkhout valproate mantenance
dos inciie SUBVENITE 2 igh s 700 moay have been used. I patents
s high as 200
in

ol have been used: of usint
Tables 1 to 4 has not been establshed in controled trias.
2.3 Epilepsy-Conversion from Adjunctive Therapy to Monotherapy

The goal of the transition regimen s to attempt to maintain seizure control wh
g e v oF ser Yoo Sssaciad wi e ropi st of SUBVENTE

‘The recommended maintenance dose of SUBVENITE as monotherapy is 500 mg/day
given in 2 divided doses.

To avold an ncressed ik of rast the ecommended nkldose and subsequent dose
escalations for SUBVENITE should not be exceeded [see Boxt ing]

Conversion from Adjunctive Therapy with C: Phenytoin, or
Primdone i SUBVENITE

After achieving a dose of 500 mg/day of SUBVENITE using the guideines in Table 1, the
concomtant enzyme-inducing AED should be withdrawn by 20% decrements each week
over a d-week period. The regimen for the withdrawal of the concomitant AED is based
on experience gained in the controlled monotherapy clinical

Conversion from Adjunctive Therapy with Valproate to Monotherapy with SUBVENITE
‘The conversion regimen nvolves the 4 steps outlned in Tabe 4.

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

SUBVENITE Valproate
Step 1Achieve a dose of 200 mg/day according to guideines in Table 1. Maintain established stable dose.
Step 2Maintain at 200 mgday. Decrease dose by decrements no greater than 500 mg/day/week to 500 mg/day and then maintain for 1 week.
Step 3increase to 300 mg/day and maintain for 1 week. Simukaneously decrease to
250 mg/day and maintain for 1 week.
100 mg/day 500 mafd
Phenytoin Primidone,or Vaiproate to Monotherapy with SUBVENITE

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

2.4 Bipolar Disorder
Tra goslof mabiensncerstment wth SURVENTTE & 2 by th et occironce of
mood episodes (depression, mania, hypomania, mixed episodes) in patients treated for
e oo sochn wi e arapy Loia Ingesiome and s
Patients taking SUBVENITE for more than 16 weeks should be periodically reassessed to
determine the need for maintenance treatment.
Aduts.
‘The target dose of SUBVENITE is 200 mg/day (100 mg/day in patients taking valproate,
which decreases the apparent clearance of lamotrigine, and 400 ma/day in patients not
taking valproate and taking efther carbamazepine, phenytoin, phenobarbital, primidone,
h as rifampin and the protease inhibitor lopinavir/ronavir that
increace the apparent cearance of matrigne) Inthe clnicatrik, doses Up t0 400
mgiday as monotherapy were evaluated; however, no addtional benefit was seen at 400
ay compared wih 200 mgday [see Clnical Stucles (1421 accordngy, doses

above 200 mgday are not recommend
Trestment wkh SUBVENITE i nroduced, based an concurrent medicatins, according

en outined in Table 5. If other psychotropic medications are withdray
following stapiizaton, the dose of SUBVENITE shou be adusted.In patents

g vaproste,thedoseof SUBVENTE should be doubled over 3 2-week perod
n equal weekly increments (see Table 6). In patients discontinuing carbamazepine
Phenyion, phencbariol, prameione, or cthar drugs such s ampn end the prorsise

iitors th

glucuronidaton, the dose of SUBVENITE shoul reman constan o e frst week and

then should be dec eriod in equal weekly decrements (see

Tak O The dose o SUDVENITE oyt b Franer ke to netorget dose 300

mg) as clinically indicated.

If other drugs are subsequently introduced, the dose of SUBVENITE may need to be
fjusted. In particular, the introduction of valproate requires reduction in the dose of

SUBVENITE (see Drug Interactions ( 7), Ciinical Pharmacology ( 12.3)).

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

eScalatons of SUBVENITE shouki not be exceaed fsee Boxed warning]

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

In Patients TAKING Valproate|n Patients NOT TAKING ine, Phenytoi Patients TAKING Carbamazepine, Phenytoin, Phenobarbital, or Primidone
5, or Valproate * band NOT TAKING Valproate 2

Weeks 1 and 225 mg every other day 25 mg daly 50 mg daly

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

Weeks 50 mg dally 100 mg daly 200 mg day, in divided doses

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

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

“¥aroatshas been shown to ik ghcuronklaton and decresse the ppacent
clear 2.3)]
Sorug et ndoce motigne gacororkisen i éresse chorance, ket the
specified antiepiptic drugs, include estrogen-containing oral contraceptives, ritampin,
and and Dosing

and the p
can be found 2 (2.1)]
Fatints on e and o proceace mker op vk ook Shoull folow the same
hat induce
(2.

dosing ttston/mainenance regimen used wih antepieptcorugs

o orug
teractons (7). Cincal rarmaco0gy { 15

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

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

avalproate has been shown to inhibit glucuronidation and decrease the apparent
learance o motrighe [see D Interactins ( 7), Cical Pharmacology (12.)

BDrugs thal and other than the
<o rtepteptc rge, mchste estogencontamig ﬂra\(nnkraceplwas rifampin,
aha and osing

for and thepp
can be found in

(2.0)].
Fomon oo one protente ko loavhreamant vou olow 1 some
dosing trston/maintenance regimen used wih antiepleptc drugs that hduce
and [see Dosage (2.1), brug
Interactions ( 7), Clinical Pharmacology ( 12.3)1

3 DOSAGE FORMS AND STRENGTHS.
3.1 Tablets
25 m ff ke, round shape,fa face beveled edge, uncosted tabets
debossed with "2L" on one side and break ne on other side.

0 mg, White to off white, round shape, flat face beveled edge, uncoated tablets
om0 o one e ant ok e o s e

0 mg, Whte o offwhie, ound shape, flat face bevsed edge, uncoated tabkts
bt i 5L o ane-ite and wiesk kvt o ather .
200 mg, White to off white, round shape, flat face beveled edge, uncoated tablets
ebossed with "20LA" on one side and break ine on other side.

4 CONTRAINDICATIONS
SUBVENITE is in patients who (eg.
rash, angioeder to the drug or
S aredents [se Boxed Warning, Warnigs and Precautons (5.3, 5.5

5 WARNINGS AND PRECAUTIONS
5.1 Serious Skin Rashes [see Boxed Warning]

Pediatric Population

The incidence of serious rash associated with hospialzation and discontinuation of

imatel ne rash:related death was reported in a prospectively

folvied cohort of 1,963 pedalricpains sged 210 16 yers) win epipsy

taking SUBVENITE s sdjrctve therapy. Addtenaly. there have been rare cazes of
i and it lae and/or death in U.S.

o Torean pestmarkeing experence.
There is evidence that the inclusion of valproate in a muttidrug regimen increases the risk
of serious, potentialy Ife-threatening rash in pediatric patients. In pediatric patients who
used valproate concomtantly for epiepsy, 1.2% (6 of 482) experienced a serious rash



compared with 0.6% (6 of 952) patients not taking valproate.
‘Adult Population

Serous rash ssociked wkh hospilzaton and dicontuation of SUBVENITE occurred
in 0.3% (11 of 3,348) of adult patients who received SUBVENITE in premarketing clinical
trak of epliepsy. Inthe beokr and other mood deorders cl\mca\ ks, the rae of
serious rash was 0. of 1,233) of adult patier BVENITE 55 il
onatherapy and 0.03% Lol 1 538) of aau it who recaved SUBVENITE 5
adjunctive therapy. No fatalties occurred among these individuals. However, in
workiwice posiTarketng experence, rare Cases of rashreated death have been
reported, but their numbers are too few to permit a precise estimate of the rate.

Among the rashes leading to hospitalization were Stevens-Johnson syndrome, to;
emderma\ necralysi, sngoedema, ad tose assocted wih mukorgan ypersensiy
Isee d Precautions ( 5.3)]

5 evden:e that he ncusion of vaproate ) 8 mulidrug regimen incresses th risk
of serious, potentialy Ife-threatening rash in aduls. Specificaly, of 584 p
admintered SUBVENITE wkh vaproste b eplepsy cnial riok. & (1%) e msmahzeﬂ

n association with rash; in contrast, 4 (0.16%) of 2,398 cinical tral patients
Votmos 2amibtos i SUBVENTTE i ssonce o vaproats webe hospialsed.
B with leroy o R her Ant

isk of nonserious rash may be increased when the recommended initial dose.
andr the ateof cose escaatin fo SUBVENITE s exceeded and npatents wth &
history of allrgy or rash to other A€

5.2 Hemophagocytic Lymphohistiocytosis

Hemophagocytic ymphohistiocytosis (HLH) has occurred in pedatric and adut patients
taking SUBVENITE for various indications. HLH & a ife-threatening syndrome of

wlogic mmune sctaton characterized by clnialsgns and symptoms o extrere
Systeme afammaton.t s ssocated wihsh mortakyrfes € ot recognized cary
and treated. Common findings include fever, hepatosplenomegaly, r
hmphadenopathy, neurdlogi symptoms,cytopenas, igh serum ki,

ver func I cases of HLH

reported i SBVERITE,patints hove bresentas i S of syciamic immaton
(feve \epatosplenomegaly, and organ system dysfunction) and blood dyscrasias.
Smions have been reportd o occur witin 80 24 ays folowng the nton of
treatment. Patent of pathologic
Shouh b cvalated mimedotey, and & dagnoss of HLH shoul be consHer
SUBVENTE aho b Gbcantewios f n axarnate sdclogy for the Sgme or symptoms
cannot be estabiished.

5.3 Multiorgan Hypersensitivity Reactions and Organ Failure
Mirgan hypersensidy reactons,ako known s drug reacton wth ecshophlia and
symptoms (DRESS):have occurred with SUBVENITE, Some bave ben fatalor
e hrestanig. DRESS typkal. akhough ot xcushy: prescnts wkh fove. rach.
arclor yrophaienpathy i asLockor wih ot ordon Syatem muewement Soch a5
hepatt, nephrks, hematologc sbrormakies, myocardes, o myosks, somstimes
resembiing an acute viralinfection. Eosinophila i often present. This disorder is variable
R exprassion, and oiher organ systems not noted here may be VONed
Fataities associated with acute multorgan failre and various degrees of hepatic faiure
have been reported in 2 It patients and 4 of 2,435 pedatric patients who.
recelved SUBVENITE in eplepsy clinical trias. Rare fatalties from multiorgan faure have
also been reported in postmarketing uss
Isolated liver failure without rash o involvement of other organs has also been reported
with SUBVENITE,
it s mpartant to note thak eary manfestations of hypersenskivy (e, fever,
lymphadenopathy) may be present even though a rash & not evident. If such
e e, e asmnt sheuld ot o il SUBVENITE amould
be discontinued if an alternative etiology for the signs or symptoms cannot be.
tablshed,

Priorto niiatin oftratrment wkh SUBVENITE the patient should be nstructed thaka
rashor othe signs or symptoms of ypersensiivy (&, fevr,ymphadnopathy) may
Ferad s mesiat ovons o ek pevent ok btk S oerarrenes
o a heathcare proviier Immeaaich:

5.4 Cardiac Rhythm and Conduction Abnormalities

in vitro testing sh exhits Cass 18 activity at

2.2)]. Based on

hese 1 uto fndngs, SUBVENITE Cootrdon ventricuiar conducton (widen QFS) and
can in patients with cinically

Irpereint sl utonal rert cletaa Le. patenss i heor obre, vaulor

dise: tric

prehythmiss, crdiac channslopaties (59, Brugads synrome) clnkaly important

Jschemic hart diease, or mukile sk factors for coronary artery disease). Any
pected or observed beneft of SUBVENITE n an ndividual patent it cincaly

ke Torsarous rhothss ondls et or Shat pair. Concomiont voeof cther
Isodium channel blockers may further increase the risk of proarrhythmia.

5.5 Blood Dyscrasias
e have been reprts of bood dyscrasie that may or may not b assocaed wih

MURiorgan hypersenskney (a0 known a5 DRESS) [ see Warnings and Prec

(5.3)]. These have included neutropenia, leukopenia, aneria, zmmbncmpena,

pancytopeni, and, rarely, aplastic anemia and pure red cel aplasi

5.6 Suicidal Behavior and Ideation

AEDs, nching SUBVENITE, ncresse the ris o sucidlthoughts or behavir i patients
takingthese drug for any dicaton. Patents eated wihany AED forany idcaton

onitored for ce or worsening of depression, suicidal thoughts
o behavor,anio any Unesl changes n owd or benover

ed anslyses of 199 picebo-cantroked cincal il (monotherapy and sdunctive
reropyy oF 1 diferent AEDS shomed gt patnts onkomste 10 of e AEDS o
Sporanmatdly e he ik adiusted Reate Rk 1.6, % G112, 2.7) of sucda
thinking or behavior compared with patients randomized to piacebo. In these trias,
which had  median treatment duration of 12 weeks, the estimated incidence of suicidal
behaor or deaton among 27,863 AED-treated patiens was 0.43% compared wi
24% among 16,029 placebo-treated patients, representing an increase of
aDDmxlmateN 1 Case of suciaal tinking o behavir fo every 530 patents treated
icides in drug-treated patients in the trias and none in placebo-treated
Donte bkt of ubnes 8 ot el o any comChoion st g iect
suicide.
‘The increased risk of suicidal thoughts or behavior with AEDS was observed as early as
1 week after starting treatment with AEDs and persisted for the duration of treatment
assessed. Because most trials included in the analysis did not extend beyond 24 weeks,
the risk of suicidal thoughts or behavior beyond 24 weeks could not be assessed.
Theisk o suialhougits or behar was generaly consistentamong druge b e
dats analyzed, Tne fiding of creased rsk wih AEDs of varying mechanism of acton
and actoss a range of ndcations suggests that the sk appies & al AEDS used for a
icaton The T6k 0k ot ary substanial by age 5 o 100 years) n the cneal s
analyzed
Table 7 shows absolute and relative risk by indication for al evaluated AEDs

Table 7. Risk by Indication for Antiepi

ptic Drugs in the Pooled Analysis

Events per 1,000 Patients with Events per 1,000 Patients Relative Risk: Incidence of Events in Drug Patients/Incidence in Placebo PatientsRisk Difference: Additional Drug Patients with Events per 1,000 Patients
Epilepsy 10 34 35 24
Psychiatric 57 85 15 29
Other 10 18 19 09
Total 24 a3 18 19

 relative risk for suiidal thoughts or behavior was higher in ciincal trals for epileps;
than in clinical trials for psychiatric or other conditions, but the absolute risk differences
vere simiar for the epiepsy and psychiatric indications.

Anyone considering prescribing SUBVENITE or any other AED must balance the risk of
sueidal thoughts o behavir wih the K of unrested e, Eplesy and many other
finesses for s are prescrived are themselves associated with morbidty an
mortaly and an Increased rsk of suckll thoughts and behovior Should suicdal
thouighs and behavior emerge during restmen, the prescrive needs to consder

r the emergence of these symptams in any given patient may e reated t the
e being e
Patients, thefr caregivers, and familes should be informed that AEDS increase the risk of
suicidal thoughts and behavior and should be advised of the need to be alert for the

ce of worsening of the signs and symptoms of depression any unusual
changes in
or thoughts about sek-harmn. Behaviors of concern should be reported knmeditel to
heakhcare providers.

5.7 Aseptic Meningitis
Therapy wkh SUBVENITE increases the ik o developing aseptc meningts. Because of
the potential for serious outcomes of untreated meningits due to other causes, patients
hobkt s be eveated fo aiher Causes of menmgRi and treated o approprite.
Postmarketing cases of aseptic meningitis have been reported in pediatric and adul
patients taking SUBVENITE for various indications. Symptoms upon presentation have
included headache, fever, nausea, vomiting, and nuchal rigidty. Rash, photophobia,
myalgia, chills, atered consciousness, and somnolence were also noted in some cases.

the ntiation of treament. I most cases, symptoms were reported toresole after

discontinuation of SUBVENITE. Re-exposure resulted in a rapi return of

from wkhn 30 iutes 1 oy Tolonng e mtition of westmen) ot ware rreque«w
Severe. Some of the patients treated wi who developed asef

Teninghs had underling dagnoses ofsystemic pus enthematosus of other

autoimmune di

Cersbrospinal id (CSF) anayzed o th tme o ciriclpresentaton i reported cases
was characterized by amid to moderate pleacytosis, normal glucose levels, and mid to
Tocerate nrease h protei. CSF whte biood cel countdiferéntas show
predominance of neutrophis in a majority of the cases, athough a predominance of
lymphocytes was reported n approximately one third of the cases. Some patients aiso

f signs and symptoms of involvement of other organs (predominantly
hepatic and renal involvement), which may suggest that n these cases the aseptic
meningitis observed was part of a hypersensitivity reaction [see Warnings and
Precautions (5.3)]

5.8 Potential Medication Errors

Medication errors involving SUBVENITE have occurred. In particular, the
name SUBVENITE can be confused with the names of other common!
mecicatons. Medicato errors may ako occur petween the diferent formuatons of
SUBVENITE. To reduce the potential of medication errors, write and say lamotrigine
Clearly. Depictions of the SUBVENITE can be foundi n the Medaton Gude that
companies the product to highight the distinctive markings, colors, and shapes that
serve o denty the diferent presentations of the drug and thus may help reduce the
K of medcatin erors. To avoi the medication erfr of usig the wrong arug o
formulation, paients shoukd be srongly advised t viualy Hspect the tabet t iy
that they are SUBVENITE, as wel as the correct formulation of SUBVENITE, each time
they fil their prescription

5.9 Concomitant Use with Oral Contraceptives

concentrations of amotrigihe (se Ckal Pharmacology (123 Dosage ahstrments

iloenecessary i most patients who stat or stop estrogen-cortaning ol
mumpmes e aking SUBVENITE sce Dosage and Adminsiraton (2.1 Durng
the week of

e Bt gine ovas are xpereed 5 e, 25 moch as doublg ot the end o the
week. Adverse reactions consistent with elevated levels of lamotrigine, such as

dizziness, ataxia, and diplopia, couid occur

5.10 Withdrawal Seizures.

A5 it other AEDS, SUBVENITE should notbe abrupt dicontinued. I patients wth
epiepsy there s a possibilty of increasing seizure frequency. In cinical triais in aduts
ik bpolar lsorder, 2 paients experinced sezures short afer brupt whhrawalof
SUBVENITE. Unless safety concerns require a more rapid withdrawal, the dose

ST SUBVENITE Shoud b tapercd v = perind of ot et > weake (approximately 50%
reduction per week) [see Dosage and Administration ( 2.1)]

5.11 Status Epilepticus
Vaiid estimates of the incidence of treatment-emergent status epilepticus amorn
paints treated wih SUBVENIT are cHcukto obtain because regorters partpating
clnical 7l i not ol employ entical e for dentiyng cases. Ata

S patants Syt that Coukl anequnoraly ve geserbed o8 Statss
Crieptiss. n addion  rmber of reots of vaabl sefne epodes of sesine
exacerbation (e.g., seizure clusters, sezure flurries) were made.

5.12 Sudden Unexplained Death in Epilepsy (SUDEP)

During the premarketing development of SUBVENITE, 20 sudden and unexplained

deaths were recorded among a cohort of 4,700 patients with epilepsy (5,747 patient-

years of exposure).

Someof these coud represent seizurerelated desths n whichthe sizure was 1ot

obsen . This represents an incidence of 0.0035 deaths per patient-year.

Rinough i rate exceeds that expected in a heathy populaton mafched for age and
ex, it s within the range of estimates for the incidence of sudden unexplain

eoiepsy (SUDEP) n patients not recening SUBVENITE (ranging from .0005 for the




eneral popultion of patients with eplepsy, 0 0,004 for arecenty studied clical il

population simiar to that in the cinical development program for SUBVENITE,

for patnts wkh refactory slepsy). Consequentl whether these fgures G

reassuring o suggest concern depends on the comparacit ofthe popuatons

Teported upor weh the cohort receing SUBVENITE and the accuracy o

vovided Brabably most resesuring A e amlarhy of etimeres SUDEE roree . pavents

receiving SUBVENITE and those receiving other AEDs, chemically unrelated to each

other, that underwent ciincal testing in similar populations. This evidence suggests,

nhough R cartany does not prove tha the high SUDER rates reflct populatin rates,
adrug eff

5.13 Addition of SUBVENITE to a Multidrug Regimen that Includes Valproate
lamotrigi SUBVENITE in

& prasence of vlproate & ks than haf of that reqares i ks absence [see Dosge
e aammea o (33 2350, Brag Ineracsone (71

5.14 Binding in the Eye and Other Melanin-Containing Tissues.
Because lamotrigine binds to melanin, it could accumulate in melanin-rich tissues over
time. This raises the possibiity that lamotrigine may cause toxiciy in these tissues after
extended use. Atthough ophthalmological testing was performed in 1 controled cinical
Tl he testng was iadequate 1 xclude subli. efects o mry Occurting after ong-
{erm oxposure, Moreover, the capacky of avalable tess to detect potentaly adverse
consequences, if any, of lamotrigine’s binding to melanin & unknown [see Ciical
Pharmacology (12.2)]
Accordingly, akhough there are no specific recommendations for periodi
ophhalmblogiel monkoring. presctibers shoukl bs aware of the Rossibiky of long-term
ophthalmologic effects.

5.15 Laboratory Tests

Ealse-Positive Drug Test Resuits.

Lamotrigin has been repotad 0 tefere weh the assay used i some apid urne drug
resultin P).

e spetit andiucalmethod oLkt b seed 1o contrm & posle resok

‘Plasma Concentrations of Lamotrigine

The vaba of morikorig plsia concentrations of matigine n patents trea

ki SUBVENITE has mak b estabiona. Becasce af the posaibe pharmacoknetk

nteractons bétween amtrigine and ofher drugs, ncluding AEDs (see Toble 13,

monkorig of the plasma levels o motrighe and concomkant orugs may be ndcated

particularly during d in uld be exercised

eoraig montorng o s el o oot G 106 Sina 0rage i aieihes o not

dosage adjustments are necessary.

6 ADVERSE REACTIONS
following serious adverse reactions are described in more detai in the Warnings and
Frecassoreaccion o e pvcing
+ Serious ki Reshes[see Wernings and Precautons (5]
N Isee ecautions (5.2)
g ybersensiony Rescions and Orgen Faure e Wampgs
precautions (53]

+ Cardac Ryt and Conducton Abnormaies see Warnings and Precautons (5.4)
 Slood Dyscrasas[see Warnngs and Precautons (5.

L S o and oo s Warmingt and Precnutions (5.1

© Aseptc Mennaks Isee Warnings and precautons (5.7

- Withdrawal Sezures [see Warnings and Precautions ( 5.10)]

« Status Epiepticus (see Warnings and Precautions ( 5.11)]

* Sudden Unexplained Death in Epilepsy [see Warnings and Precautions ( 5.12)]

6.1 Clinical Trial Experience
Because cinialtriss are conducted under widely varying condtons, adverse reaction

rates observed in the cinical trias of a drug cannot be directly Compared wih rates in
the clincal trais of another drug and may not reflect the rates observed in practice.
Eniepsy.

Most Common Adverse Reactions in All Clinical Trials: Adjunctive Therapy in Adults with
Epiepsy:The most commonly observed (=5% for SUBVENITE and more common on
drug than plcebo) adverse resctions seen b associaton wkh SUBVENTTE durig
adjunctive therapy in adults and not seen at an equivalent frequency among placebo-
lves(ed aints were duziess,ataxis, somnolence, headache. dpopia, Ded vson,
and rash. Dizziness, diplopia, ataxia, blurred vision, nausea, an
Vomting were dose rebted. Dizziness, dlop ataxia, and bhrred vilon accurred more
commonl b patlentsrecevng corbamazepnewih SUBVENITE iran n patets
ing other AEDs with SUBVENITE. Ciinical data sugges cidence of rash,
ncing erous rach, bt g concomAan vAbronis thn I petents pox
receiving valproate [see Warnings and Precautions ( 5.1)].
Approximately 11% of the 3,378 adult patients who received SUBVENITE as adjunctive
therapy i premarketing clnical e GLcontiued wesomensbecause of m adverse
with were

react
ash (3.0%0), dizziness (3.8%), and headache (255
s, the rate of SUBVENITE for
Ghainess, s dlopa, butred Veion, ravsen, and vomeing s dose reoed
therapy in Adults with Epiepsy:The most commonly observed (=5
for squEmTE and more conman ondrug than pcebo) sverss reactons seen i
i th use of SUBVENITE durng the monotnerapy phaseof th controled
Tl aduks not seen i an equiValent rate h the Control roup were voming,
Coorcinaton abnormalky,Gyspepsia, nausea, dzziness, TN, amxiety, nsomnia,
infection, pain, welght decrease, chest pai, and dysmenorrhea. The most commonly
observed (=5% for SUBVENITE and more common on drug than placebo) adverse
reactons assocated wkh the use of SUBVENITE durng the convrsion to monotherapy

(2dd-0n) period, not seen at an equivalent frequency among low-dose vaproate-treated
patents, were mmnss heodache, nausea, asthenia. Coordimation abnormaity,
vomiting, rash, somnolence, diplopia, ataxia, accidental injury, tremor, blurred vision,

o
ptimic i et/
Approximately 10% ofte 420 2k pats who receied SUBVENITE a5 moratnerapy
inical trisls discontinued treatment because of an adverse

T aaversa reactione most compmonly associted wih econtimntion were raon
(4.5%), headache (3.1%), and asthenia (2.

Adjunctive Therapy in Pediatric Patients with Epilepsy:The most commonly observed
(25% for SUBVENITE and drug than placebo)

i associaton wih the use of SUBVENITE a5 adiunctive reatment n pediiic patets
aged 2 to 16 years and not seen at an equivalent rate in the control group were
nfection, vomiting, rash, fever, somnolence, accidental injury, dizziness, diarhea,
abdominal pain, nauses, ataxia, tremor, asthenia, bronchits, flu syndrome, and diplopia
In 339 patients aged 2 to 16 years with partiakonset seizures or generalized seizures of
Lennox-Gastaut syndrome, 4.2% of patients on lamotrigine and 2.9% of patients on
placebo discontinued due to adverse reactions. The most commonly reported adverse
reaction that led to discontinuation of lamotrigine was rash.

Approximately 11.5% of the 1,081 pediatric patients aged 2 to 16 years who
received SUBVENITE a5 adjunctve therapy npremarketiclnal rias discontinued

treatment because of an adver tion. The adverse reactions most commonly
associted wih dscontnuation were rash (4.4%), eacton sagravated (1.7%), and
ataxia (0.6%).

lists

e octerres i acok patints ik epkupy reates e SUBVENITE b o
Controled k. m hee tras, ek SUBVENITE 1 ploc bo was acde to e patent’s
current AED therapy.

Table 8. Adverse Reactions in Pooled, Placebo-Controlied Adjunctive Trials in Adult Patients with Epilepsy b
Body System/Adverse ReactionPercent of Patients Receiving Adjunctive SUBVENITE(n = 711)Percent of Patients Receiving Adjunctive Placebo (n = 419)
Body as a whole

Headache 29 19
Flusyndrome 7 6
Fever 6 a
‘Abdominal pain 5 a
Neck pain 2 1
Reaction aggravated 2 1
(seizure exacerbation)
Digestive
Nausea 19 10
omiting 9 4
Diarrhea 6 4
Dyspepsi 5 2
Constipation 4 3
Anorexia 2 1
Musculoskeletal
hralgia 2 0
Nervous.
Dizziness 38 13
i 2 6
olen 1 7
Incoordination 6 2
nia 6 2
4 1
Depression a 3
et 4 3
Convulsion 3 1
Irritabil 3 2
Speech disore 3 0
Concentration disturbance 2 1
Respiratory
Rhintis 1 9
Pharyngtis 10 9
Cough increased 8 6
Skin and appendages
Rash 10 5
Pruritus 3 2
Special senses
iplopia 28 7
Blurred vision 16 H
Vision abnormaity 3 1
Urogental
Female patients only (n=365) 207)
Dysmenorthea 7
Vagin 4 1
Amenurrhea 2 1
nadence ranpeceto,
o i ineee et ik e ecewing b o enytoin, primidone or piacebo. Patients
s, patents. T Ctegon

In a randornized, paralel tral comparing placebo with 300 and 500 mg/day
SUBVENITE sorne o the eare commmam drc-see vareareachme wove dose
related (see Table 9)

Table 9. Relotad Adverss Raacrions from 2 Randorized, Placabo-
D antralled Adjunctie Tral m Aduts with Epteps
Percent of Patients Experiencing Adverse Reactions
SUBVENITE SUBVENITE

Adverse Reaction Placebo (n=73) 300 mg (n=71) 500 mg (n = 72)
Ataxia 10 10 2850
Blurred vision 10 11 2520

8 20 4900
Dizziness 27 31 5430
Nausea 1 18 252
Vomki 4 1 18°

antly greater than placebo group ( P<0.05),
S tcanty reaer rmSrovp reeing SOBVENTE 300 mg (P<0.05)

e overat adverse reacon rofie for SUBVENITE was sinir betwoen femaks and
s and was ndependent o age. Because the brgest hon-Cacasien racl subgroup
anly 6% of patnts exposed to SUBVENITE in pacebocontrolkd trids, thereare
Tncuffchnt data to support  stotement regarding fhe distriution of adw
reports by race. Generally, females receiving ether SUBVENITE as adjunctive (hevany or

Fenction for which the reports on SUBVENITE were = 10% more requent i fermales
than males (without a corresponding difference by gender on placebo) was dizziness
(difference = 16.5%). There was itle difference between females and males in the rates
of of SUBVENITE for

Controled Monotherapy T in Aduks with Ptk Onset SeizuresTabe 10 s scverse
reactions that occurred in patir

s SUBVENITE . ol D it Tefon docorunvationof ather Eyncomiant
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 Receiving Low-Dose Valproate
Body System/Adverse ReactionPercent of Patients Receiving SUBVENITES as Monotherapy (n = 43) dMonotherapy (n = 44)
Body as a whole
Pain 5 o
Infection 5 2
5 2

Digestive



Vomiting 9 0
Dyspepsia 7 2
Nausea 7 2
Metabolc and nutritional
Welght decrease 5 2
Coordination abnormaity 7 o
Dizziness 7 0
Anxiety 5 0
Insomnia 5 2
Respiratory

hinits 7 2
Urogental (femae patients only) (=21 (n=28)
Dysmenorrhea 5
o n a patents incidence than patients.
© patients in this to SUBVENITE phenytoin. Patients

during the tral thus, patients may be included in more than 1 category.

€ Up to 500 ma/day.

41,000 my/day.

Adverse reactions that occurred with a frequency of < 5% and > 2% of patients
receiving SUBVENITE and numerically more frequent than placebo were:

Body as a Whole:Asthenia, fever.

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

Metabolic and Nutritional-Peripheral edema.

s System:Amnesia, ataxia, depression, hypesthesia, [bido increase, decreased
et ercanad e oyt Hons: S eason

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

idence in Controlled Adjunctive Trials in Pediatric Patients with Epilepsy-Table.
11 lsts adverse reactions that occurred in 339 pediatric patients with partiakonset
seizures or generalized seizures of Lennox-Gastaut syndrome who received SUBVENITE
p to 15 ma/kgiday or a maximum of 750 mg/d:

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
ever 15 14
Accidental injury 1 12
pain 10 5
Asthenia 8 4
Flu syndrome 7 6
P 5 4
Facil edema 2 1
Photosensitivity 2 o
Cardiovascular
Hemorrhage 2 1
a 20 16
Diarrhea 1 9
ea 10 2
Constipation 4 2
Dyspepsi 2 1
Hemic and lymphatic
Lymphadenopathy 2 1
Metabolc and nutritional
2 0
Nervous system
‘Somnolence 17 15
Dizziness 1 4
Ataxia 1 3
10 1
Emotional labiity 4 2
ait abnormaity 4 2
Thinking sbnormalty 3 2
Convuisio 2 1
Nervousness 2 1
rtigo 2 1
Respiratory
Pharyngiis 1 1
Bronchiis 7 5
Increased cough 7 6
Sinustts 2 1
Bronchospasm 2 1
kin
Rash 14 12
Eczema 2 1
Pruritus 2 1
Special senses
Diplopia 5 1
lurred vision a 1
Visual abnormalty 2 o
Urogenital
Male and female patients
Urinary tract infection 3 0
: pat incidence than placebo,
‘Biolar Disorder in Adults:

st common adverse reactions seen in association with the use of SUBVENITE as
monotherapy (100 to 400 mojday) in adult patients (aged 18 to 82 years) with bipolar
disorder in the 2 double-blind placebo-controlied triais of 18 months" duration are
included in Table 12 Adverse reactions that occurred in at least 5% of patients and were
numericaly more frequent during the dose-escalation phase of SUBVENITE in these
trials (when patients may have been recelving concomitant medications) compared with
the monotherapy phase were: headache (25%), rash (11%), dizziness (10%), diarrhea
(850, dream abnormalty (6%), and prurkus (e%)
During the of
. G, 139 o553 poent i e SUEVERTTE (100 o 400 mofdoy),
16% of 190 patents who receted placebo. and 23% of 165 patents who recetved

erapy because o
most commanly e to dscontinuatin o SUBVENITE were rash (3%) and

ood

16% of 2,401
Patients who recened SUBVENITE (5010300 reldey) o Eoir dcorder
premarketing triais discontinued therapy because of an adverse reaction, most

Cammory et rash (5%) and mea/ypomania/mied mood adverse reactons (2%,
‘The overall adverse reaction profie for SUBVENITE was simisar between females 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 Recei
General

Back pain 8 6
Fatigue 8 B
Abdominal pain 6 3

Digestive

u

Constipation 2

Vor 2
Nervous System

10 6

Sommatnc 9 7

Nerostoma (ry mouth) 6 a

Respiratory
Rhints 7 a
Exacerbation of cough 5 3
Pharyngtis 5 a

skin
Rash (nonserious) © 7 5

Advrse reactions that occured i at last 5% of patients treated with SUBVENITE and
a great fence than
B2t b these sk wert converted to SUBVENITE (100 o 400 maiday) o pscebo
monotherapy from add-on therapy with other psychotropic medications. Patients may
havereported mulple adverse reations duringthe i thus, patients oy be incuded
in more than 1 category
i the overal bpoir snd other maod disorders il i, the rate of serous rasn
was 0.08% (1 of 1,233) of adul patients who received SUBVENITE as inial
anoinerapy and 013 (3 of 11338 of sduR paines o rccenc SUBVENITE as
adjunctive therapy (see Warnings and Precautions ( 5.1,
Other reactions that occurred in 5% or more patients but equaly or more frequently in
ine placebo group ncuded:deziess mani headache, nfecton, nfenza, par.
accidental injry, dirrhea, and
Adverse reactions that accurred wnh afrequency of < 5% and > 1% of patients
receiving SUBVENITE and numerically more frequent than placebo were:
GeneralFever, neck pain.
Cardiovascular:Migraine.
Digestive:Flatulence
Metabolic and Nutritionat Weight gain, edema.
MusculoskeletalArthralgia, myaigia
Nervous System:Amnesia, depression, agitation, emotional labiity, dyspraxia, abnormal
thoughts, dream abnormaity, hypoesthesi.
Respiratory:Sinusitis.
UrogenitalUrinary frequency.

the2 trials,
there was no increase in the incidence, severty, or type of adverse reactions in patients
h bipolar disorder after abruptly terminating therapy with SUBVENITE. In the clinical
development program in adults with bipolar disorder, 2 patients experienced seizures
shortly after abrupt withdrawal of SUBVENITE [see Warnings and Precautions ( 5.10)]
clinical trials
in bipolar | disorder in which adults were converted to monotherapy with SUBVENITE
(100 to 400 mg/day) from other psychotropic medications and folowed for up to
hs, the rates of manic or hypomanic or mixed mood episodes reported as adverse
reactions were 5% for patients treated with SUBVENITE (n = 227), 4% for patients
treated with ithium (n = 166), and 7% for patients treated with placebo (n = 190). In all
bipolar controled ik combined, adverse reactons of mani (hckiing hypomania and
mxed mood seisodes] werareportd n 5% of patents trested wh SUBVENIT (n =
956), 3% of patients reata with R { and 4% of patients treated with
placebo (n = 803)

6.2 Other Adverse Adverse Reactions Observed in All Clinical Trials

SUBVENITE has been aamiistered o 5,694 ndhiduat or whom compete a0
Teaction data was capturee durng al ckal ik, only Sore of which were placebo
Controled. During these (ras, al adverse reactions were recordied by the cinical
investigators using terminology of their own choosing. To provide a meaningful estimate
of the proporton of nchiuals haing adverse resctons, smir types o adverse

eactons were grouped nto o smaler number of stnderdzed cotegoris using modfiod
COSTART dictonary terminogy. Th nted represent the proportion of
3,654 elont cxpasas s SUBVENITE vl Experinccts o aventof e bype ke
an atlesst 1 occasion whis receving SUBVENITE. Al eported adverse cactons are

included except those already listed in the previous tables o elsewhere in the labeling,
inose oo general o be formatie, and those not rensenably scsocited whn the use
of the dru

Adversereactions ar urtherciassiied ki body system categories ond enumerated
inorder of gecreasing fequency usig the folowng defintons: requentadve

Teacions are defined 2 Mose occurrig n at keast /100 patients; miequentadverse
encions o imose aceuttig 100 5 13,008 patintes s odueroereoctans e
those occurring in fewer than 171,000 patients.

Body as a Whole
Infrequent:Allergic reaction, chill, malase.

Cardiovascular System
hot fiashes, hyperte pabpiations,
syncope, tachycardia, vasodiation.
Dermatological
alopeca, hirsutism, ‘ash, skin discoloration, urticaria.
erythem: herpes zoster,
leckodera, MUkforime erythema, petechal rash, pustuer rash, Stevens jonnson

prrstistibivivisiniieiy
Digestive m

Infrequent:Dysphagia, eructation, gastrits, gingivits, increased appetie, increased
salvation, iver function tests abnormal, mouth uiceration.

g Placebo (n = 190)



are Cstroestnalhemorrhoge, gosets,gun hemorthage, gu hyperpsio
stomatits, tongue

Py
‘Endocrine System

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

RareiAnemia, eosinophia, fbri decrease, fbrinogen decrease, ron deficency anemi,
leukocytosts,

Metabol and Nutritional Disorders
Infrequent:Aspartate transaminase increased.

bilrubinemia,

Infrequent: Arthrits, leg cramps, myasthenia, twitching,
Rare:Bursits, muscle atrophy, pathological fracture, tendinous contracture.
Nervous System

Frequent:Confusion, paresthesia.

Infreguentathi, spathy. aphass, centalnerious aysten depresson

depersonalzaton dysarti,dyskiness suphori,halichatins, hostity, yperkinesia
ypertonk, Bdo decreased, mermory decrease, mind achg, movement ol
U5, pank ttack paranor/eacton, pesonaly GSorder, psychoss. s

Gorder, stopor, susal Beaton.
RareChoreoatntoss, dekcum, deisions, dysprors, dystori, exrapyromidl
sparome fontnes, convulsions, hemiplegia, hyperaigesia, hyperesthesia,
Yokl hypotora, mank depresson eaCton: muscl Shaamn: peorag, seorocs.
oo s e

Respiratory System

Infrequent:Yawn

RaresHiccup, hyperventiation

Frequent:Amblyopia
Infrequent:Abnormalty of accommodation, conjunctivits, dry eyes, ear pain,
photophobia, taste perversion, tianitus.
Rare:Deafness, lacrimation disorder, oscilopsia, parosmia, ptosis, strabismus, taste
loss, uveits, visual fied defect
Urogenital System
Infrequent:Abnormaleacuation, hematura, mpotence, menorthagia, polyuri,urinary
incontinenc:

aiure, anorgasmia, b ast neoplasm, creatinine
et e, dyre, S, femae Totocon, aney Tabae, iney pan
nocturia, urinary retention, urinary urgent

6.3 Postmarketing Experience
Tne folowng adverserexctions hove been dentid durn postapprovaluseof
ncertan sz, not ey possEs el euare ter requenty of stableh
causal relationship to drug exposure.
Biood and Lymphatic
hemolytic anemia, not associated with
hypersenstiviy disorder.
Gastrointestinal
Esophagtis.
"Hepatobilary Tract and Pancreas
Pancreatits.
Immunologic
Hypogammaglobulinemia, lupus-lie reaction, vascultis.
Lower Respratory
Apnea
Musculoskeletal
Rhabdomyolysis has been observed n patients experiencing hypersensitivy reactions.
Nervous System

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

Non-site Specific
Progressive immunosuppression.
 and Urin e

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

7 DRUG INTERACTIONS

Significant drug interactions with SUBVENITE are summarized in this section

Uridine 5"-diphospho-glucurony transferases (UGT) have been identified as the
onsible for metabolism of lamotrigine. Drugs that induce or inhibit

glucuronidation may, therefore, affect the apparent clearance of lamotrigine. Strong or

moderate inducers of the cytochrome P450 34 (CYP3A4) enzyme, which are also

known to induce UGT, may also enhance the metabolism of lamotrigine.

Those drugs i
et g0 misabalom e Outined Tk 13, Speche dosh qoonce 1 heos drugs
5 provided in the Dosage and Administration section [see Dosage and Administration (
21)

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

Concomitant Drug Effect on Concentration of SUBVENITE or Concamitant Drug

Est
:un(amw\g orlcontraceptvepreparatins containing 30 mcg etinestradil and { evnorgesre
0 mcg levonorgestrel
Carbamazepme and carbamazepine epoxide
7 arvamasepine epoxide

Lopinavirfritonavir 4 lamotrigine

Atazanavirritonavir 4 lamotrigine

Phenobarbitaljprimidone 4 lamotrigine

Phenytoin 4 lamotrigine

Rifampin 4 lamotrigine

Valproate 1 lamotrigine
2 valproate

4= Decreased (Induces lmatrigine glucuronidation)
reased (ot amatriine glucuraniaton)
Conficting

Effect of SUBVENITE on Organic Cationic Transporter 2 Substrates.

Lamotrighn s an ko ofrenl b secreton i arganc catone transporter 2
(OCT2) proteins[see Cica Pharmacology (12.9) . T may resul i ncressed pssma
levels of certain drugs
T S EVENITE Wi GCTS Sarates Wb & et therapeuic mio (o9, defestoe) s
not recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Ex; r

i 2 resnancy exposure egteytht moniors presnancy ouicomes n women
560 to AEDS, including SUBVENITE, during pregnancy. Encourage

i SUBVENTTE duting preamancy 1o ntol ane Nor A on eteplepte Brog.

(NAAED) Pregnancy Registry by caling 1.888-233-2334 or visiting

itp:/lwww.aedpregnancyregsry.or

g_gk Summary

o from severol pospectiepregnancy exposure regstis and epldemiloical

expased o lamotrigine compared wih the genera populaton (see Data). The mariy of
SUBVENITE pregnancy exposure data are from women with eplepsy. In animal studies,
administration of lamatrigine during pregnancy resulted in developmental toxicity
(increased mortaity, decreased body weight, increased structural variation,
neurobehavioral abnormalties) at doses lower than those administered cumcaw/
Lamotrigine decreased fetal folate concentrations in rats, an eff
oot W ocirst pregmancy autcomen i anmas i o see Do)
‘The estimated background risk of major birth defects and miscarriage for the indicated
popuation s unknown, nthe S, genral populton, the stimated background rsk of
mafr bith defects and iscarriage i cinical recogrized pregnancis & 2% to
15% to 20%, respect

nical Considerations
A5 with other AEDS, physiologicalchanges during pregnancy may affect amotrighne

centrations andjor therapeutic effect. There have beer

Eonatrigin concantrations chting pragmincy an estoraton af e pregnane
Concentrations ater deivery. Dose aduStments may be necessary to mantar il
resp

Data
Human Dotz Data from severalternational pregnancy regrie Mave not shown an
increased risk for mafor rall. The International Lamotrigine Pregnancy

Ry raparicd g congentl maformatins n 3 39 055 £ 160 3 79 o
;558 nfants exposed to amotrigine monotherapy inth frs rmeste of pregnancy
The NAAED Pregnancy Regstry reported major congenital malformations among 2.0%
OT363 o oxpoLe o mettgne onmheragy i the o Wimeater EURAD. 2
largenternationlpregnancy regtry focused outside of North Amerka, reported maor
birth defects in 2.9% (95% CI: 2.3%, 3.75%) of 2,514 exposures to lamolri
monotherapy I the 15t trmester T frequency of maer congental matirmatins
was simiar to estimates from the general populatin.
The NAAED Pregnancy Registry observed an increased risk of isolated oral cefts: among
2,200 Bfants exposes o amotrgne eary i pregnancy the sk o oral cfts was 3.2
per 1,000 (95% C1: 1.4, 6.3), a 3-fokd o rk versus unexpose heathy cantro
i finding has ot been abserved in other arge nternatonal pregnancy rege
Furthermore, o ase-conlrol tudy based on 21 congenkalanoma regities i
over 10 millon births in for
with lamotrigine exposure of 1.45 (95% C1: 0.8, 2.63).
Several meta-analyses have not reported an increased risk of major congenital
malformations folowing lamotrigine exposure in pregnancy compared with heatthy and
disease-matched contros. No patterns of specific mafformation types were observed.
ted the risk of
i e et S preerm b, <l forgesatinal e, and
neurodevelopmental delay. Although there are no data suggesting an increased risk of
These ubcomes wah BMGiTgine mOnOerapy ExpoSUre, INTeronces i outcome
deftion, scertaiment o, and Comparatar FoupS I the conckusens tat

administered to , rats, or rabbits
durng e period of organogenesﬁ (oral doses of up to 125, 25, and 30 majkg
iy, recocd fetol body weight and mcrcased inciences o feal okta
vsnamns v seun i e ant 1te t dosce thek were o makernaty oni, T no-
t doses for embryofetldevelopmental toxicy 1 mice ats, and abbiks (75, 25,
203 30 ok, respeciely) are simiar to (mice and rabbis}or kss than (rats) the
R Gese 1 508 mreey o o body bufnce mea marm

In astudy in which pregnant rats were administered lamotrigine (oral doses of 0, 5, or
25 malk) during the priod of organogenesis and oftspring were evluaed postrtaly,

3t botn doses. e
oect choct ot fof imelopmntl eurroices o6 & E2s et the hoar dose
7300 oy on 8l Soneis Maternal toxlty was obserued ot higher fose
tested.

0,510, 0r 20 o)
g e e ot o et throuaouk aciaion, erecses ol

mortaly (ncucing stibiins) was seen at ol oses. The lowest effect dose fo pre- and
post-natal developmental toxiciy in rats fs less than the human dose of 4

a maim Zbass. Maternal mxlcrly wias observed at the 2 highest doses tested.

When administered to
o doses greater than or cqual oS raaitey whcn & s thm he miman doce of
400 mglday on a mg/m 2bas

Table 13. Established and Other Potentially Significant Drug Interactions
Clinical Comment

Decreased amotrighe concentratons approxiately S0%.

Decrease in levonorgestrel component by 19%.

Additon of 40%
May Increase carbamazepne eporiie eves.

Decreased lamotrigine concentration approximately 50%.

Decreased lamotrigine AUC approximately

Decreased lamotrigine concentration approximately 40%.

Decreased lamotrigine concentration approximately 40%.

Decreased lamotrigine AUC approximately 40%.

Increased lamotrigine concentrations slightly more than 2-fold.

There are confiicting study results regarding effect of 1) amean in valpr in heathy volunteers, 2) no change in

in controlled ciinical trals in patients with epilepsy.



8.2 Lactation
‘Risk Summary,
Lamotrgine i present ik from iactating women taking SUBVENITE ( see Data.
infants a o high serum levels because maternal serum
and ol vk ron ke to i levels postparturs f Bmotrgine dosage has heen
ressed during pregnancy but s not reduced after delverytothe pre-pregnancy
dosage. GhicuronkioNon s required for drug clearance Ghiuronidaton apacty s
eatire i She ot and 1y ot Comtime s the vl of oer e exposure.
Events icuding rash, apnea, SrOwsHess, poor SUCKAG, and poor Weght Gak (reaukg
hospitalzation in some cases) have been reported in infants who have been mik-fed by
mothers using lamotrigine; whether or not these events caused by lamotrigine is
Unknown. N data aré avalable on the affects of the dmg on mik production.
d health benefits of long with
the mothers clnial need or SUBVENTTE and any orehiil sdverss afects an e
breastfed infant
Clinical Considerations
Human mik-fed infants should be closely monitored for adverse events resuting from
lar ment of infant serum levels should be performed to rule out
toxicity if concerns arise. Human mik-feeding should be discontinued in infants with
lamotrigine toxicity.
pata

Datafrom mukpe sl studes ndicate that amotrgine plasma levels 1 nursing fants
have been reported to be as high as 50% of maternal plasma concentrat

8.4 Pediatric Use

SUBYENITE s indicated as sdhnctive therapy n ptients aged 2 years and okder for
partabonset secures, and PGTC

Safty and efficacy of SUBVENIT used as adunctive tretment or partator
sezures werenot demonstrated n  smal randomized, doubl-bied, piacano- mnuaued
withdrawsl il nvery young pedtrc ptients (aged 1 to 24 months). SUBVENITE ws
on Inrease Rk for fectious aaverse reactions (S1) BVENITE 375%,

Pocane 550 ang respratory adverse reactions (SUBVENITE 26%, Plcebo
et sverea ebtione incodes bronc i, Branches. oo nfecion, e
nfection, atts externa, pharyngts, urkary tract fecton, and vial nfecton.
Respiratory adverse reactions included nasal congestion, cough, and apnea.
Binolar Disorder
Safety and efficacy of SUBVENITE for the maintenance treatment of bipolar disorder
terenot establshed 1 3 doublebind, randomized wkndrawl placebo-controled tral
that evahated 301 pedarc patients sged 10t0 17 yea
ranieIybomn Gépresset, o mixed mood apsose ot Gefned by DSWIVCTR. Inthe

oo phoce of he . adverce e gt ot occurees b ot ot 3% o patnee
taking plac ere influenza (SUBVENITE 8%, placebo 2%), oropharyngeal
pain (SUBVENITE 8%, placebo 2%), vomiting (SUBVENITE 6%, placebo 2%), upper
abdominal pain (SUBVENITE 5%, placebo 1%), and suicidal ideation (SUBVENITE 5%,
placebo 0f

luvenie Animal Data
in ovende i study in which amatrigine (oraldoses o 0,5, 15, or 30 mgk) wes
sdminsterd toyoung rats rom postnataday 7 o 62, decressed ialky and growth
‘were seen at (e highest dose teted and bngderm neumbehawora\ abnormaiti
{decreased locomotor activy, icressed reacivey, and karming defcis  anmals tested
25 aduls) were observed atthe 2 Hghest doses, The noifect dose for adverse
evelopmental effects in juvenile animals is less than the human dose of 400 mg/day on
magjm Zbasis.

8.5 Gerlatric Use
Cinical trials of SUBVENITE for epiepsy and bipolar disorder did not include suficient

usualy starting at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function and of concomitant disease or other drug
therapy.

8.6 Hepatic Impairment

Experence in patents with hepatc imparment s mked. Based on 2 cin
pharmacology study in 24 subjects with mid, moderate, and severe fver \mpa\rmen!
Isee Cnkal Pharmacology (12.3)] th fokowng general ecommendtions can be

e scustment s needes n patients weh mid ver mparment. i,
xcalation. and mantenance doses shou generaly be feduced by spproxiaich 35%
I atntS wih moderate and severe Ier Impament winout asches and SO% 1
patients with severe ascies. Escabtion and
may be adjusted according to clinical response [see Dosage and Administration ( 2.1)].

8.7 Renal Impairment

Lamotrighe s metabolzed many by ghicuronic acd conugaton, wah the maprty of the

metabolites being recovered in the urine. In a small study comparing a single dose o

Do I SuBE Wi vty g1 o Fench Pent WD hookay vomteets.

7 plcma ha. e o ot e pproxinatly e 5 ong n the subfcts wkh
chronic renal faiure [see Cinical Pharmacology ( 1

Iniial doses of SUBVENITE should be based on patients' AED regimens; reduced

patients with severe renal imparrment have been evaluated during chronic treatm
it potrigne. Because there & ‘nadequate experence n this popuiaton, SUBVENITE
ould be used with caution in these patients (see Dosage and Administration ( 2.1)].

10 OVERDOSAGE

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

10.2 Management of Overdose
re no specific antidotes for lamotrigine. Following a suspected overdose,
hospeakzaion of the paknt s advset General supportve care & hdcotes including

frequent monitoring of vial signs and close observation of the patient. If indicated,
emesis should be induced; usual precautions should be taken to protect the airway. It

amount of lamotrigine i the body was removed by hemodialysis during a 4-hour
session. A Poison Control Center should be contacted for information on the
management of overdosage of SUBVENITE.

11 DESCRIPTION
SUBVENITE on AED ofthe phenykriszne chs, s chericaly unrslared o exstng AEDs.
Lamotrigines chemical name is ino-6-(2,3-dichloropheny))- as-triazine, it
e Tormii B C 1 515 1 5 okClar el Ch 326,08, Lamovsaine, usp
i a whte to pake creamcolored powder and has 3 pksof 5.7. Lamtrigne U
sl sobtl i watr (0.17 it ot 25°C)and sty soivein 0.1 M HCI (4.1
S e st tormub &

cr M
£ QK

SUBVENITE (imotrighe)talts UsP are suppled for orel acminsiration as 25mg
(whice to off white), 100-mg (wite to off whit), 150-mg (white to off white), and 200-

g (i 0 o i) tapts. Eoch o Contan the bbeke amount of Botiane,
USP and the folowing nactive ingredients: ctose monohydrate; magnesi stearate;
microctystaline celuose; povelone: and sodhum strch ahcote

Meets USP Dissolution Test 3

NH,

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

e precise by which its tion are
unkngurs In designed to detect 3

effectiven preventing seizure spread n the maxinu dectioshock (ES) and
pentylencrerazol(seHet ests andprevented samures n the visoaly and dectrcaly

Eyoked after-discharge (EEAD) tess fr anUepieptic actvky. Lamotrigne aso dspiyed
inhibitory properties in the kinding model n rats both during kinding development and in
the uly kinded tate. The rlevance of these mades to human epiepy however, & not

e proposed mechanim of acton o motigine, the relevance of which remai to be

estabished in humans, involves an effect on sodium channek. In vitro pharmacological
Shugies Sugaest that motriine MRS vokoge-sensiive Sodum channgs, thereby
Stabilzing neuronal membranes and consequently modulating presynaptic transmitter
release of excitatory amino acids (e.g., glutamate and aspartate).

Effect of L tivky

L in rat
cortca sices or NMDA-ndlced cyclc GHP formation  immature ot cerebehm, nor did

e ot receptor Complee (CNGX, CO5. TOHP) The C o movtgne Sfecs
on NMDA-nduced curents (i the pesence of 3 M of i) i cutured hppocampal
neurons exceeded 100 i

The mechanisms by which lamtrigine exerts is therapeutic action in bipolar disorder
have not been establshed.

12.2 Pharmacodynamics

Folate Metabolism

In vitro, the enzyme e

redlcton of dhydrotolate to tetrahyarofolte,Inhbon of thi snayme may ntartes

weh the bosynthesis of nuckek scds snd proteins. When oral daly doses of mane

were given to pregnant rats during organogeness, ocental and maternal foiste
re

concentrations were also reduced n male rats given repeated oral doses of Bmotrighe.
et concentratons were partly retuned t ormal when suppimented
folnc ac)
Cardiac Electrophysioloay
Effect of Lamotrighe: I iro studes show that margine exhibs Clss 18
nnias human

ol Socium Ehannc Wi Tar Groe s ofod ket and Stong ok
dependence, consistent with other Class B antarhythmic agents. At me«apsmc doses,
SUBVENITE did not slow ventricular conducton (widen QRS) n heatthy in
Torough OT Sy hawerer £ Eatonts Wi cHycahy Imporant cral ot uncuanal
heart disease (.., patients with heart faire, valvular heart disease, congental heart

se, conduction system disease, ventricular arrhythmias, cardiac channelopathies
{eg. Bugada syndromel, cnicaly mportan ischemi hert dsease,or mufiple sk
factrsforcoronary ey iscase, SUBVENITE coukl slow venisiclr conducion
(widen QRS) and Elevated heart
e Uk A s 1 10K o vl Comdecton Sown wih SUBVENTTE

ffect o Lamotrgie Metaboke In dogs motrighe s xtensiyl metabolzed to a 2-

This rolongation of the PR
interval, widening of the QRS complex, and. at higher doses, complete AV conduction
Hock. The n viro dectrophysblogalefects ofthis mstabolts have ot been s
Simiar ardlovascular effects fom ths metabokte are not anticpated i human
because oy trace amounts of the 2.N-methy| metabolte (<0.6% of matrgine dose)
Have been found i numan Utine [sce Cimcal Parmacology (12.3) 1. However, £ s

of this increased in patients.

i reduead < pacay 1 Ghacuroniime bmetTne (2. in patonts weh et deemse
patients taking concomitant medications that inhioit glucuronidation).
Accumulation in Kidneys

trigine accumulated in the kidney of the male rat, causing chronic progressive
Hehros. ecrod. and minerakeaton. Thase fndings e atebured 1 ocs
microglobulin, a species- and sex-specific protein that has not been detected in humans
or other animal speces.
Melanin Binding
Lamotrigine binds to melanin-containing tissues, e.g., in the eye and pigmented skin. It
has been found in the veal tract up to 52 weeks after a single dose in rodents.

12.3 Pharmacokinetics

‘The pharmacokinetics of lamotrigine have been studied in subjects with epiepsy, healthy
Young and edery volnteers, and voluteers wih chronic renl faiure. Lamotrigne
pharmacokinetic parameters for adult and pediatric sublects and heathy n



Volunteers are summarized in Tables 14 and 16,

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

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

Adult Study Population Number of Subjects ma,
Healthy volunteers taking no other medications:
Single-dose SUBVENITE
179 22 328 0.4a
Mutiple-dose SUBVENITE (0.25t012.0) (14.010 103.0) (01210 1.10)
36 17 254
(05t04.0) (11610 61.6) (024t01.15)
Healthy volunteers taking valproats
Single-dose SUBVENITE 18 83 030
6 (10t04.0) (315 1t0886) (01410 0.42)
Mutiple-dose SUBVENITE 5 s 038
18 (051t035) (41,910 11355) (01210 0.33)
Subjects with epilepsy taking valproate only:
Single-dose SUBVENITE
4 48 58.8 0.28
(18t08.4) (305 10 88.8) (0.16 to 0.40)
Sublucts with epllepsy taking phenytoin, or primidone
plus valpro:
s dote SUBVENTE 2 38 22 053
(10t 10.0) (11.210516) (02710 1.04)
Subjects with epilepsy taking carbamazepine, phenytoin, phenobarbital, or primidone:b
‘Single-dose SUBVENITE
2 23 144 110
Multiple-dose SUBVENITE (0515.0) (6.41030.0) (051t02.22)
7 20 126 121
(0.75105.93) (751023.) (06610 1.82)

2T maorty of parameter means decermined n each study had cosfficents of variaton
between 205 and 40% for hal- e and CLIF and between 30% and 70%
overa mean valves y means i
Dae o he e o oo I cath skady Tha murmbers 1 poceniseses
i Sach parameter mean epresent e ange of PaHUA o Umea S P vl
across studies.
bCarbamazepine, phenytoin, phenobarbital, and primidone have been shown to increase
the apparent clearance of lamotrigine. Estrogen-containing oral contraceptives an
ather drugs, such s rfampin and protesse Fbkors bphaveonavi and
that also been shown to
et aaee e apoarint clmonce of et (s rog nersctons (31
Absorption
Lamotrigine is rapidly and completely absorbed after oral adminitration with neghgible
first-pass metaboism (absolute bioavaiabilty is 98%). The bioavalabilty is not affected
by food. Peak plasma concentrations occur anywhere from 1.4 to 4.8 hours folowing
drug administration.

In heakhy volunters not ecehing any ather medications and given snle doses, the
to

Saminstered over the range of 50t 400 mo. n 2 smal Stues

patients with epiepsy who were maintained on other AEDS, there also was a near
relationship between dose and lamotrigine plasma concentrations at steady state
following doses of 50 to 350 mg twice daly.

Ditriuton
Esti o the mesn spparent voume of dstriutin (V) of amotrighs flbung
oral admnettation ranged from 3 Likg. VAJF s independent of

o Tk el S e o565y i e i ep ey o ety
volunteers.

Protein Binding.

Data from in vitro studies indicate that lamotrigine is approximately 5% bound to
human pasaproteis o pssma bmotrgh concentrations from 1 to 10 megimi 10
meg/m. i 4 o 6 ties th trough plasma concentraton abserved nthe controled
efficacy trials). B motrions & ot highy Gound to plasa proteis, cincaly
SonEcant wtracions whi atne aruge threugn compekbn for reve Sinding Sres
re nlkay. Tre bideg of bmotrgine o posra protens i o change n the
presence valproate.

L AgDS ( Shenyton,
from protei-binding Shes
Metaholsm
Lomotrighes metabolzed predomianty by dcuroic i conjgaton: the makr
e conjugate. After oral administration of 240
ol i amowine (15 ucw to shearmy Voluntears, 34% was recovered n the urine and
% was recovered i the feces. The radiactiRy n the urine consited of unchanged
Emotrine (070, the 2-h-ohcuronie (16%) 3 S N-ghicurorioe (1050 2 S melngl
metabolte (0.14%), and other unidentified minor metaboltes (4%).
‘Enzyme Induction
‘The effects of lamotrigine on the induction of specific famies of mixed-function oxidase
is0zymes have not been systematicaly evaluated.
Folowing mutiple admintrations (150 mg twice da) to normalvoluntees taking no
other medications, lamotrigine induced its own metabolism, resuking in a
T one 8 379 cresse U ot cteady sote compared weh v obtanad i the-
same volunteers folowing a single dose. Evidence gathered from other sources
Suggests that sef-nduction by lamotrigine may not occur when lamotrigine s given as
adjunctive therapy n patents receiing enzyme-nducing drugs such as corbamazepine,
phenytok, phenabarbita prinidone,or other drugs such s amphn and the pro
that

ibior
Gucuronidaton (00 Brog Ineraceons (1
Eimination

The eimination haf-ife and apparent clearance of SUBVENITE folowing oral
administraton of lamrigine to aduk sublcts wih eplepsy and heakhy volunteers s

Haif-ife and apparent oral clearance vary depending
Concomtant AEDS.

Drug Interactions.

‘The apparent clearance of lamotrigine is affected by the coadminstration of certain
medications [see Warnings and Precautions ( 5.9, 5.13), Drug Interactions ( 7))

‘The net effects of drug interactions with lamotrigine are summarized in Tables 13 and
15, folowed by detais of the drug interaction studies belo
Table 15. Summary of Drug Interactions with Lamotrigine
Drug Plasma Concentration with Adjunctive Lamotrigine Lamotrigine Plasma Concentration with Adjunctive Drugs

Drug
Oral contraceptives (e.q., ethinyl wd i
adiollevonorgestrel)

Aripiprazole Not assessed we
Atazanavirritonavic of .
Bupropion Not assessed -
Carbamazepine - 4
Carbamazepine epoxide 9 2
Febamate Not assessed -
Gabapentin Not assessed -
Lacosamide Not assessed -
Levetiracetam o -
Lithium o Not assessed
Lopinavirfritonavir we 1
Oxcarbazepine o -

o- -
Monohydroxy oxcarbazepine metaboite

Perampanel Not assessed -
Phenobarbitaljprimidone o 4
Phenytoin o N
Pregabain o -
Rifampin Not assessed 4
Risperidone o Not assessed
9-Hydroxyrisperidone o
Topiramate ol -
Vabproate . 1}
Valproate + phenytoin and/or Not assessed -
carbamazepl

Zonisamide Not assessed -
#From adjuncive cinical rals and volunteer trias.

Blet effects ol

lamotrigine has not been systematicaly eveluated in clvicaltias,
sl ortstha seen i

dModest decrease n levonorog
=sngm ecrsase nokrpecod s b ciicaly mearingtl
Compared wih istorica cnirol.

Not adminstered, but an active metabolte of isperdone.
Isight increase, not expected to be cinicall meaningful
= No significant effect.

ficting data.

in 16 femae volinteers, an oralcontraceptie preparaton contaling 30 mcg

emotrighne (300 el by approsimatel 2-fod wih mean decreases n AUC of 52%

the nacte hormone preparation Compared wih trough motrigne Conconesionsat
end of the active hormone cycl

raduarensit pcresses s orrghe plsms vl (pprockte 240l crssel
the eek o

not aso takin
Srenyian, shenosaal primione,or othe rugs suchasrfamph an the profease
inhibiors
Sucuroniaton) see rug nractons | 7] Toe cresse b Bmon e pasm kel
er if the dose of SUBVENITE & increased in the few days before or during
e ks meek. ncressos ot oo el EoUl reach I dose dependent
adverse reactions.
In the same study, coadministration of lamotrigine (300 mg/day) i 16 female volunteers
o of the oral

contraceptve preparaton, There were mean decreases i the AUC and C ! the
Jevonorgestrl companent of 19% and 12%, respectivl, Measurement o 5

wuiston i any of the

16 volunteers, although serum FSH, LH, ar that
e was some 058 3 Supprincon of e mypOtRAE Beutary. ovaron
‘The effects of doses of than 300 g been

evelsated in controted cinial s

n ovulatory activy is
ko Homeues, he poSS iy of Gecrassed comiaeptue eicacy s somé petnts
cannot be excluded, Trerfore patients shoud be nsructed to prompty report
changes in ther menstrual pattern (e.g., break-through bleeding)

v receiving oral
preparations (22)]
ther traceptives or Therapy
The effect of pregarations or
therapy on of ot been evalated. It

has beer
Crmorigine i 10 210, ahs e progesti-only p1e nad o afec on ot gne pioma
leves Trersfore, safstments to the dosage of SUBVENITE nthe presence of
progestogens alone wil ikely not be nee

Apiprazale
In 16 patiens wkh bolr dsorder an  stabl regmen of 100 to 400 mgfoayof
lamotrig and C gy we

uced
Patents who receed atpprazce 10 19 30 midorfor 7 davs. folowe by 30 mgiday
for an addional 7 days. This reduction in amotrigne xposure s o considred
clnicaly meaning

AazanaviRitonavic

In study n heakhy voineers, Galy doses of oazanavionavi (300 mg/100 mg)
reduced the pia C'max of lamotrigine (single 100-mg dose) by an average
T 555 o resperiey, i Svertoncd the o hat Wes oy 27, It
presence of atazanavirrtonavir (300 ma/100 ma), the metabolte-to-amotriaine ratio



was increased from 0.45 to 0.71 consistent wit induction of ghucuronidation. Th

ere simiar in omitant
lamotrigine to the historical data of the pharmacokinetics in the absence of lamotrigine.
Bupropion
of a100-mg amotrigine in n
ropion

(130 s o tancing A5 s petore tomon e

L no on
concentration. Limited cinical data suggest there is a higher incidence of dizziness,

diplopi, ataxia, and blurred vision in patients receiving carbamazepine wkh \amnufmne
7]

than in patient

fents AEDS with
/e mechanism of this interaction is unciear. The effect of lamotrigine on pl
concentratons of carbamazepne-cpoxide & uncear. Ina smal subset of s (0=

7) studied in a ria,

Chasiae pamaconcomtations, bt 5 Smal ancotrotos sudy
carbamaxemn&epoxme levels increased.

9.

addiion
ety 405
Febamate

by

In atrialin 21 heatthy volunteers, coadministration of felbamate (1,200 mg twice daily)
with lamotrigine (100 mg twice daly for 10 days) appeared to have no clincaly relevant

effects on the pharmacokinetics of lamotrigine.
Folate Inhibitors.

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

Lacosamide
by concomitant lacosamide
200,300, or 600 G ou) o oot ikl ot i oo
onset s
‘Gabapentin
Based on a retrospective analysis of plasma levels in 34 subjects who recelved
lamotrigine both with and without gabapentin, gabapentin does not appear to change

the apparent clearance of lamotrigne.
Levetiacetam

Potenta drug interactions beween evetracetam and amotrigne were assessed by
evaluating serum concentrations o both agents during plcebo-controled cinical s

Thes:

level\ra(e'(am e Tra et g ot mfoance e it essosmetss ot

lamotrigi
Lihium

The pharmacokinets of Khum were not akered n heakhy sublects

coadministration of amotrigine (100 ma/day) for 6 day:
Lopinavir/Ritonavic

20) by

The addiion of lopnaur (400 mg twce dabyronav (100 mg twice day) decressed the
0% to 55.4% in 18
Reatiny Zalitrs. The pnarmacokewnce of ophadt otk were Smiar wib

concomitant amotrigine, compared with that in historical controls.
Olanzapine

The AUC and Cmax of olanzapine were simiar folowing the addition of olanzapine (15

mg once daiy) to lamotrigine (200 mg once daily) in heakthy male volunteers (n = 16)
compared with the AUC and C main heatthy male volunteers receiving olanzapine alone
(n=16).

Inthe same ral, the AUC and C neyof amotrigine were reduced on average by 24% and
20%, respectively, folowing the addition of olanzapine to lamotrigine in heathy m:
Cohinaat compared whh o racehng ot e Sbne, THE redctin n amotigie

plasma concentrations is not expected to be clinically meaningful
Oxcarbazepine
The AUC and C

bk wer< o sonieanty Aeent folowing the sedkon o oxcarbazepine 600

mg twice daly) to lamotrigine (200 mg once daiy) in heakhy male v

Camparec win hedking ol vohimteats recebg oxCarbasephe dlone. (n

inteers (n =
3).

In the same ril the AUC and C pa,0f amotrigine were sier olowing the addtion of

axcarbazephe (600 mg buie dal) o Bmotrighe i heakhy m

ourters compored

r incidence of

Readache, dzziness, nausea, ith
wth b

‘Perampanel

I e analss ofdata rom 3 plocebe convoled cincal s nvesigatng

ralized tonic-clonic
e the e permponl dose cuaonnts (13 oy Bt eased lmougne
clearance by <10%. An effect of this magnitude is not considered to be cinically

adjunctive perampanel in patients with partiak-ons:

relevant.
‘Phenobarbital Primidone
“The addtion

concentrations by approximately 40%.
Phenytoin
L

concentrations by approximately 4

Steady-state trough

(20 iy)
pharmacokinetic interactions between lamotrigine and pregabain.
ifampin

of by
0 mg 3 times daly) There are no

In 10 male volunteers, rifampin (600 mg/day for 5 days) significantly increased
pporen clarance o 5 g 25 dsac ot bR by ospranmtey 108 (AUC
10%).

decreased by approximately 4
Risperidone

nala study, of

Y sigr effect on of risperi
s active metzboke 3-0K risperdone. Folowng the coadminstation of risperdone 2

no on
in patients with epiepsy. The addition of phenyton decreases lamotrigine steady-state
0%

daily had no

erdone 2 m and

mg with lamatrigine, 12 of the 14 volunteers reported somnolence compared with 1 ol
OF 20 when FGpardone wes GHen SonG, el 1R whe KanGlrigie wes GUMIGLered
alone.

Topiramate

0 change n plasm

in n rigine
Adminstration of Bmotrgine FEsukes b a 15% Increase I topamate concentrations,

Valproate

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

the trough steady-state valproate plasma concentras

by an aver

 a 3-week period, and then stabiized. However, adding lamotrigine to the.
existing therapy did not cause a change in valproate plasma concentrations in ether

It or pediatric patients In controlled cliical trais.
‘The addtion of

volunteers by slightly more than 2-fold. In 1 trial, maximal inhibition of lamotrigine

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

increase as the valproate dose was further increased
Zonisami

In a study in 18 patients with eplepsy, coadministration of zonisamide (200 to 400
mg/dey) wih emotrigine (150 0 500 mgday or 35 daye) had o sgnficant ffect on

the pharmacokinetics
Known Inducers or Inhibitors of Glucuronidation

Orugs othe thanthose sted sbove have not been systematicaly evakated

combinaton wih marigne. Snce amotrigine s metabolzed predorn

ately by
Ghucuronic acl conggatn, irugs tha are known to nauce of (B ghucoroncaton

mal

rage of

may affec the apparent clearance o bmorighe and doses o Bmorigne may require

adjustment based on clincal respons
Other

In vitro assessment of the inhibitory effect of lamotrigine at OCT2 demonstrate that

lamotrigine, but not the N(2)-glucuronide metaboite, is an inhibitor of OCT2 at potentialy

clinically relevant concentrations, with IC sgvalue of 53.8 uM [see Drug Interactions ( 7)]

FResuts of i utro experiments suggest that cearance of matrigne s nlkel to be
ed by concomeant sdmistraton of i plyine, conazepar, chzpine

Towaiine.aoperti, orasensm, phaneiie, sertaine. or wssodon

Results of in vitro experiments suggest that lamotrigine does not reduce the clearance

of drugs eiminated predominantly by CYP206
Specific Populations

Fatets e Renalimpar mentTweke volurters wit chronic renl sk (e
to

creatine cearance: 13 mUmin, range; 6o 23) and ano
odlolsls were each gien & singis 100-mg dose of

n plasma

Ra ives derermied i (he sy were 42 9 nours kchromc e el 13 0 hours
(during hemodialysi), and 57.4 hours (between hemodialys's) compared wi
ot T iy volenrs. O erage, approxmately 205 om0 5.8 6 3.3 of the

amaunt of motriie present n the body wes skminated by hemadilsis durng 2 4-
).

session (see Dosage and Administration ( 2.
Patients with Hepatic

Ta0me fobe o ot were ovaloaad i 94 Sabcks it . modorste
severe hepatic impairment (Chid-Pugh classification system) and compared with 12
sublects WhoUE hepatc mpslrment. Th sublecs Wi severe hepatc mpafment were
yithout ssckes (0 2) or wih asckes (n ~ ). Th mean apparent clarances

«

ot I subjects wht

wiludls undergoing

asinge

2) and severe wih asckes (= 5)iver rpaiment ware 030 + 0,09, 0 24 201,021
and 0. 09 mU/minkg, respectively, as compared with 0.
mumm/kq o ine iy canirae isam s o bonab e I Subets whn mid,

moderate, severe without ascites, and severe with ascites hepatic impa

20,75 > 44, 67 = 11, and 100 = 48 hours,respectiel. 25 compared wih 33 »
d A (23]

hours in heakthy controls [see Dosa iministration

Pediatric PatientsThe pharma:ekmet(s of lamotrigine following a single 2-mg

irment were 46 =

dose

were evakiated n 2 sudes 1 pedaticsubjcts (1~ 29 for subjects aged 10 months to

1 = 26 or sublecs aged 5 to 11 yeors). Forty.three sublcts recehed

concomitant therapy with other AEDs and 12 subjects received amotr

gine as
monotherapy. Lomotrigne pharmacokinetic aramecrs Tor petlge patonts ore

summarized in Te

Population pnarmamkmm srlyses ivoling sutjects aged 20016 years

al body
rapy. her, on a
sy et bask, e gt W . Sauke Ve narzes BaN e

clearance was higher  those sublects weighing <30 ko compared with those weighing

230 k9. Accordingy, patents weihng <30 kg may need an ncreas

e of

S0% I maintenanca doses, b35ed on cincal 165ponSe, 35 COMpared wii sUDKCts
‘weighing more than 30 kg being adminster e the same AEDS | se6 D0sege and
Administration (2.2)]. These analyses also revealed that, after accounting for body

weaht, matrigine cearance was notsgnfianty fuenced by age.

Thus, the same

es shol

o Comaomiant AR unich flence omenions cemance & sauks wre ound

Pave s effects i chidre

Table 16. Mean Pharmacol

Pediatric Study Population Number of Subjects

Ages 10 months to 5.3 ye
Stcts taking carbamazenne,

Shenytain. phenabarokay or pimidone

Subjects taking antiepiepticdrugs with no known effect on the
apparent clearance of lamotrigine

Subjects taking valproate only

5to 11 ye
Sfcts taking Carbamazepine, phenytoin, phenobarbial, or
primidone

Subjects taking carbamazepine, phenytoin, phenobarbital, or
primidone ® plus valproate

Subjects taking valproate only ©

ears

Sibjects takig cantamazepine, phenytoin, phenobarbil or
primcone

St ki carbamazepine shryton, phenobarbtl or

primdone pls vapro

Simets g vaponts oy

10

7

4

fferences in

tic Parameters in Pediatric Subjects with

(
(
¢

psy
T max(h) tialh)  CLF (mi/min/kg)
30 7.7(5.7t0 11.4) 3.62 (2.44 t0 5.28)
1.0t05.9)
52 19.0(129t027.1) 12 (0.75 t0 2.42)
2.9t06.1)

.9 047
10t060) (295t0525) (0230 0.77)

16(10t03.0) 7.0(38109.8) 254(13510558)

3.3(1.0t06.4) 19.1(7.0t0 31.2) 0.89 (0.39 to 1.93)

45(3.0106.0)65.8 (50.7 to 73.7)0.24 (0.21 to 0.26)

Carbamazepine phenytan, henabartal and priidone hve been hown 0 ncresse
rifa

o and

have also been

mpin,




ghown to ncesse the apparent clerance o amotrgine see Drug Interactons (7).
BTwo subjects were included in the calculation for mean
CParameter not estimeted.

Geritrcpatiens The pharmacokietcs of amotrigne folowng 8 gl 150-mg dose of

motrgine were evalua ferly volunteers between the ages of 65 and 76 years
(meon creatimne clearance = 61 midmi. range: 7316 108  mLimi). The mean e of
lomotriine n hese sublcts was 31.2 nours range: 24 4'hours), and the
Clarance was 0.4 mUAKG {range: 026 t 048 mUINKD)

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

However,during dose escalaton o Bmotrighe in 1 cinical i n patents wﬁh epiepsy
on a stable dose of valproate (n = 77), mean trough kamotrigine concentr
e fo o e 34% 1 455 Maner 03t 17 oeg e femaes than i
males.

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

13 NONCLINICAL TOXICOLOGY

13.1 Car
No evidence of carcinogenicity was seen in mouse or rat folowing oral administration of
fmotrignefor up o 2 yeas at doses up to 30 malkgjday and 10 o 15 malkgiday

e and rat, respectively. The highest doses tested are less than the human dose of
400 malday on a body surlace area (ma/m 2 b
Lamotrigine was negative i in vitrogene mutation (Ames and mouse lymphoma tk)
assays and in clastogenicity (in vitrohuman lymphocyte and in vivorat bone marrow)
assays.
No evidence of impaked fertity was detected n ras gien oraldoses of amotrigne up
t0 20 mg/kg/day. The highest dose tested is ess than the human dose of 400 mg/d:
on a mgm  basis

inogenesis, Mutagenesis, Impairment of Fertility

14 CLINICAL STUDIES

14.1 Epilepsy

Monotherapy with SUBVENITE in Aduts with Akeady Receiving
Treatment wih Phenyton x Primidone as the Single
‘Antiepieptic Drug

tiveness of monotherapy with SUBVENITE was establshed in a muticenter
double-blind ciincal trial emolmg 150 adul outpatents wih partal onset sezures The
paents experinced o last ¢ simpl partiatonsct, complex partoonset srdlor
Cetondar gene sl saures durig aach of 3 coneesumt & n

amarepme o praryion Tronotnetapy durng bascne, SUBVENTTE (arget
dose of 500 mg/day) or valproate (1,000 mg/day) was added to ether carbamazepine or
phenytoin monotherapy over a 4-week period. Patients were then converte
Tonotherapy wih SUBVENITE or alroote during e et  veeks, e contiued on
monotherapy for an additional 12-weel

Trial endpoints were completion of all weeks of trial treatment or meeting an escape
crterion.Crkeri or escaperelativeto baselne were: (1) doubing of average monthy
sezure coun,(2) doubing o Hhest consecuive 2-day sezure requency, ()
as i not occur durmg the 8-

Week baseline) that s More Scvere than seizure fypes tha occur during
estman, or (4 cncaly sgnfcant prolongaton of generateedtonccon

o primay eficacy varioble wa theproporton of patients in cach reatment group
who met escape
e percentages of ptents o et ccape crterswere 425 3276) e group

% (55/80) in t

PerceTtage o BRIers MastAg Cocape ETRrs e SHALSUESIY SpPMEant |
favor of lamotrigine. No differences in efficacy based on age, sex, or race were
detected

0012)in

Patients in the control group were intentionaly treated with a relatively low dose of
valproate s such, the sole objectie of s trilwas o demonsirate the effctveness

and safety of monotherapy with lamotrigine, and cannot be interpreted to imply the
Superiorty of amotrigine t an adequace Bose of vaproate.

‘Adunctive Therapy with Lamotrigine in Adults with PartiahOnset Seizures
(added to other AEDs) wa:
Ikl establshe n 3 photal, muticenter, placebo-controled, doublebind Cnka trias

i en
during baseines that varied between 8 to 12 weeks. In the third tria, patients were not
observed in a prospective baselne. In patients continuing to have at least 4 seizures per
month during the baselne, SUBVENITE or piaceo was then added to the exiting
therapy. In al 3 triak, change from baselne in seizure frequency was the primary
measure of effectiveness. The results given below are for al partiakonset sezures in the
et -1t population (al patnts who recehed atleast 1 dose of reatment) n cach
trial, unless otherwise indicated. The median seizure frequency at baseline was
week whie the mean at baseline was 6.6 per week for all patients enroled in efficacy
triak.

One trial (n = 216) was
24-week treatment period. Patients could not be on more than 2 other anu:unwlsams
nd valproate was not alowed. Patients were randomized to receive
Gose of 300 majday of SUBVENITE, or  target dose of 500 malday of SUBVENITE
e median reductions in the frequency of al partia-onset seizures relative to baseine
were 8% in patients receving placebo, 20% in patients receiving 300 mg/day of
SUBVENITE, and 36% i patients recening 500 mg/day of SUBVENITE. The seizure
frequency reduction was statisticaly signficant in the 500-mg/day group compared with
the placebo group, but not in the 300-mg/day group.
trial (n = 98) was a double-biind, placebo-controlled, randomized, crossover
trial consisting of two 14-week treatment periods (the last 2 weeks of which consisted
o dose tapering)separated by a 4-week uashout period. Patents could ot beon more
than 2 other and wed,
of SUBVENITE was 400 molday When the 15t 15 weske o the temiment periods were
analyzed, the median change i seizure frequency was a 25% reduction on SUBVENITE
compared with piacebo ( P<0.001).
The thid il n = 41)w
eck tratmont periods separated by 2 4-woek wasnoul perm patents
ol nok b on more an 2 other antkanwdbores, Tteen pagens e
concortant varoate thse patiens receted 150 mg/day of SUBVENITE. The 28 other
patients had a target dose of 300 mg/day of SUBVENITE. The median change in seizure
Fevancy was 3 3% rescton on SUBVENITE compared wihpiceve (20.01)
No differences in efficacy based on age, sex, or race, as measured by change in seizure
frequency, were detected.
Adiunctive Therapy with SUBVENITE in Pediatric Patients with PartiskOnset Seizures
of SUBVENITE as in pediatric patients with partial-
et seizures wes stablehed n s mulicenter, vt bl paccvo contoled o
956 patients sged 2t 16 years ( n SUBVENITE, =101 on plcebo).Folowng
i 8-week baselne phase, patients were ranaum:m 018 weeks of i
with SUBVENITE or placebo added to therr current AED regimen of up to
Fatknts were Gosedbeses o body wght anivilproats e Toge doscs were
Gesaned to approximate 5 mal/cay for patnts taking valproate (maximum dose 250
mg/day) and 15 mg/kg/day for the patients not taking valproate (maximum
majday). The primary efficacy endpolnt was percentage change rom baseine n o
he median reduction of all
Barakonact Scoures wak 365 n patints i it SUBVENITE and 756 on pocebo,
S eronce i was stacstealy Sombcant (oo 01

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

of SUBVENITE as in patien
syndrome was establshed in a multcenter, double-bind, ph(ekm  Sonkrotod vl 165
patients aged 3 0 0n placebo). Following a 4-
wesk, single-bin lacebo phase, patets were randomized to 16 weeks oftrestment
SUBVENITE or placebo added to ther current AED regimen of up to
Pauems e desed on e dose regen based o body weght ang varome use.
ing valproate
(i dose: 300 mg/aayw and 15 malkolday for patlents o takng valproste
(maximum dose: 400 mg/day). The primary efficacy endpoint was percentage change
rom baseine n mafor motor Seizures (BtoRE, T, Mapr myockric, and toicclni
seues). For e lentto-veatpopution,the medn reductan o ol ot
Seizures was 32% n patients treated with SUBVENITE ar ebo, a diference
s Skl Sanieant | <0 05) o anecks were sgRbCATEY reduce
by SUBVENITE (34%) compared with placebo (99%), as were tonic-clonic sezures (36%
reduction versus 10% increase for SUBVENITE and placebo, respectively).
Adunctive Therapy with SUBVENITE in Pediatric and Adult Patients with Primary.

ralized Tonic-Cloni

s htsbianea a muRkenter doumbmin: piocoba-coniraind ol n 17 peste
and adut patients aged 2 years and older (n = 58 on SUBVENITE, n = 59 on piacebo).
Patints wen atleast 3 PGTC seiures durng an 6-week baselne phase were fandormized
0 19 0 24 weeks of treatment wth SUBVENITE or placebo added to ther current AED
up to 2 drugs. Patients were dosed on a fixed-dose regimen, with t

doses ranging from 3 to 12 ma/kg/day for pediatric Danen(s and from 200 to 400
mgiday for adult patients based on concomitant AED:

dpoint was baseine n PGTC sezures.
For ihe ntent o real populton,the medan percent reducton i PGTC sl was

ens reate with SUBVENITE and 34% on placebo, 3 dference that was

Sy Semteant 06).

14.2 Bipolar Disorder

Aduts.
7 SUBVENITE in the of bipolr | disorder was

estabished in 2 muticenter, double-bind, placebo-controled trials in adut patients (aged

1810 82 o M-IV criteria for bipolar | disorder. Trial 1 enrolled patient

Trial 2 included patients with a current or recent (within 60 days) episode of mania or
hypomania as defined by DSM-IV. Both trials included a cohort of patients (30% of 404
subjects in Trial 1 and 28% of 171 patients in Trial 2) with rapid cycing bipolar disorder
(410 6 episodes per year).

In both i patients were tiratedto o arget dose o 200 mg of SUBVENITE a ad-on
therapy medica
uring an 8, 1o 16-week Gpen lobel pered. Overal 1% of 1,305 patents partcipating
the aper-abel perid were receting 1 o more ofher psychot

inchading benzodiazeines, sekcive serotonn reuptare pDEOrS (SSRIS) alypzal
antipsychotcs (nckuing clanzapine, vaproate. of Rhim,
SUBVENITE. Patients with a CGI-severity score of 3 or less mai g

were randomized fo a lacebo-controled, doublebind trestment perd fo up to

i, Toe pmary excnait was T (et btenvention for oo aplde or one
T orss oo tma 1 sconinsaion o Sther an adveree evems st was pioed
to be related to bipolar disorder, or for lack of efficacy). The mood episode could be
depression, mania, hypomania, or a mixed episode.

In Trial 1, patients received double-bind monotherapy with SUBVENITE 50 ma/day (n =
50), SUBVENITE 200 mg/day

placebo in delaying the a
e of the 200, 200 ety dese aroupe reveate no Sided bench rom the
higher dos:
In Tl 2, patients receved doutle bind manotherapy wih SUBVENITE (100 0 400
59), o NITE was superior to placebo in delaying
Tt occurrence o 3 mavd oo (Houra 21 e meen dose of SUBVENITE ws
mg/day.

about 211 mg
ARhough these triaks were not designed to separately evaluate time to the occurrence of
depression or mania, a combined analysis for the 2 trials revealed a statistically
significant benefit for SUBVENITE over placebo in delaying the time to occurrence of
both depression and mania, akthough the finding was more robust for depression.

fer Estimation of Cumulative Proportion of Patients with
1)

Figure 1: Kaplan-
Mood Episode (Tri

£

P

!

Figure 2: Kaplan-Meler Estimation of Cumulative Proportion of Patients with
Mood Episode (Trial 2)
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16 HOW SUPPLIED/STORAGE AND HANDLING
SUBVENITE (lamotrigine] tablets, USP 25 mg
Whteto off whke, ound shape la ace beveled edge, uncoated tabes debossed whh
“2L" on one side and break ine on o
Bottie of 100 e 6930-301-01
Bottie of 6600 NDC-69102-301-02

'SUBVENITE (lamotriginel tablets. USP 100 mg.

Whtetooff whke, ound shape lat face beveled edge, uncoated tabes debossed wih

“10LA" on one side and break Ine on othe s
C69103.316.01

Botte of 300 NDC.63102.515.02

'SUBVENITE (lamotriginel tablets. USP 150 mg.
White to off whte, round shape, flat face beveled edge, uncoated tablets debossed with
*15LA" on one ide and break e on athe side.
Bottie of 100 NDC-69102-150-06
SUBVENITE (lamotrigine] tablets, USP 200 m
White to off white, round shape, flat face beveled edge, uncoated tablets debossed with
20" on one sideand break i on other side
Botie of 1 NDC-69102-320-01

Phenytoin Primidone, or Kie).

mg, Whke o oft whis,round shape, it ace bevsld edge, uncosted tbiets
sk Attt merts

100-mg, white to off white, round shape, flat face beveled edge, uncoated tablets
debossed with “LOLA” on one side and break Ine on other side.

Blter pock of 42,25 gt
oo o™ “NbC-69102-30001

SUBVENITE (lamotriginel tablets, USP Starter Kit for Patients Taking Carbamazepine,
Phenytoin r Not Taking K.

25.m whikt tooff white, round shape,flst face beveled edge, uncosted tabets
debossed with "2L" on one side and break Ine on other s
100-mg, white to off white, round shape, flat face beveled edge, uncoated tablets
ebossed wih 110U on one e and break ine on ot e

Bister pack of 84, 25

and 14,100 mg !alﬂevs NDC-69102-312-01

25:mg whie o off whits, round shape,fst focs beveled edge, uncosted tobkts
debossed with "2L" on one side and break Ine on other i

Blister pack of 35 tablets  NDC-69102-306-01

Storage

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

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeing (Medication Guide).

Rash

frior o niaton of restment wth SUBVENITE nform paiens tha  rach or other

Signs or symptoms of hypersenstiity (€.g., fev nopathy) may herald a

serious medicleventand struct them to epor any e atemrente v ek

heakhcare providers immediately.

Hemophagocytic Lymphnh\stm:xmsws

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

acoton may occur WD SUBVENITE and tat they s reprt sgns or symptams

as fever, rash, or ymphadenopathy to a healthcare provider immed

‘Mutiorgan Hypersensiivity Reactions. Blood Dyscrasias. and Organ Faiure

Inform patients tht muorgan hypersensiiky reactons and scute mukiorgan fskre
with SUBVENITE. Isolated organ failure or solated blood dyscrasias without

Cience o mltirgan hyperscraliviy ey o e, Inctues pars t contac hei

immediately if they. signs or symptoms of these

condtions [see Warnings and Precautions ( 5.3, 5.5)]

Cardiac Rhythm and Conduction Abnormalties.

Inform patents that, due to s mechanis of acton, SUBVENITE could exd 0 reguir

is risk is increased in patients with underlying cardiac disease
or heart contuction problems or who are taking other medications that affect neart

their heakthcare provider right away. Patients who develop syncop wn with
raised legs and contact their heakthcare provider [see Warnings and Precautions ( 5.4)] .
| Thinking wior

Inform patients, their caregivers, and families that AEDs, including SUBVENITE, may
increase the risk of suicidal thoughts and behavior. Instruct them to be alert for the
emergence or worsening of symptoms of depression, any unusual changes in mood or
behavior, or the emergence of suicidal thoughts or behavior or thoughts about self-
harm. Instruct them to immedately report behaviors of concern to their heathcare.
providers.

Instruct patients to notify their heakhcare providers if worsening of seizure control
occurs.

Central Nervous System Adverse Effects
Inform patents that SUBVENITE may cause deziness, somnolence, and other

Symptoms and signs of centalnervous system depression: Accardingl, mstuct them
eer o dre Lo ot 1 aperat ather complen machiery i they have g8l
suficent experence on SUBVENITE to gauge whether o ot abvareay aec her
mental and/or motor performancs

Pregnancy and Nursing
Instruct patients to notify their healthcare providers if they become pregnant or intend

to become pregnant during therapy and if they intend to breastfeed or ar
breastfeeding an infant.

Encourage patients to enroll i the NAAED Pregnancy Registry f they become pregnant.
“This registry is collecting information about the safety of antiepileptic drugs during
pregnancy. To enrol, patients can call the tollfree number 1-888-233-2334 [see Use in
Specific Populations ( 8.1)]

Inform patients who intend to breastfeed that SUBVENITE is present in breast mik and
‘montor their chid for potential adverse effects of this drug. Discuss the
benefits and risks of continuing breastfeeding.
ral Contraceptive

Instruct women to notiy thelr heatthcare providers ifthey plan to start or stop use of
oralcontraceptives or other female hormonal preparations. Starting estrogen-containing
plasma levels and stopping
sirogen contaning oral Contracepties (ncuding the i ree wee)may snicantly
moriine plasma ove sce Warrings and Precautons 5.9, Cincal
Pharma:alogy( 21 Mo nstric women topromgty nodky e nathare
providers if th or chan g,
break- mruugh + bicding) whie recening SUBVENITE n Combiaton win nese
medic:

Instruct patients to notify their heakthcare providers i they stop taking SUBVENITE for
 reason and not to resume SUBVENITE without consulting their heakhcare providers.

Inform patents tht SUBVENITEmoy cause asepic meningti nstrct ther to oty
@ providers immeditely i /elop signs and symptoms of meningtts

e 2 mesqacha. e Naupeo vatntng S veck, 1o, Sohorme Sens iy 1o T

myalga, chills, confusion, or drowsiness whie taking SUBVENITE.

Potential Medication Errors

To avoid a medicaion ertor of using the wrong drug or formuaton, strongly advise
patients o Vol nspect il tablts o very hal ey re bmotrigne, o wel o he
ormec formukton of SUBVENITE exch g they M ther prescrion 5o

Forms and strengthe  3.1), How Supplea/Storage and Handing ( 16) . Refer the patent
o e recaron G tht proviies depchone af he SUBVENITE tabets

p Medication Guide avalable at:
torrent-

Manufactured by:

Torrent Pharmaceuticals LTD., India.

Manufactured for:

OWP Pharmaceuticals, Inc., 400 E. Diehl Road, Suite 400, Napervill, IL 60563

OWOSSUBPIL0824 Revised: August 2024

8097261

Dispense with Medi
/subvenitestar

MEDICATION GUIDE
SUBVENITE (Sub-VE-nite) lamotrigine tablets, USP
What is the most important information | should know about SUBVENITE?

ion Guide available at:
s.com)

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

10 way to tel f a mid rash wil become more serious. A serious skin rash can
happen atany time durng your restment wth SUBVENITE but s more ke Lo happen
within the first 2 to 8 weeks of treatment, Chidren and teenagers aged between 2 and
17 years have a higher chance of GEKtng ths serous skin raon whie taking SUBVENTE
The risk of getting a serious skin rash is higher
« take SUBVENITE whie taking valproate [DEPAKENE(valproic acid) or

DEPAKOTE(divalproex sodum)]-
« take a higher starting dose of SUBVENITE than your heakthcare provider prescribed
« increase your dose of SUBVENITE faster than prescribed.

Call your healthcare provider right away if you have any of the following:
a skin rash

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

‘These symptoms may be the first signs of a serious skin reaction. A heathcare provider
should examine you to decide if you should continue taking SUBVENITE.

2. Other serious reactions, including serious blood problems or liver
roblems.

SUBVENITE can also cause other types of allergic reactions or serious problems that
may affect organs and other parts of your body ke your iver or biood cels. You may or
may not have a rash with these types of reactions. Call your heakhcare provider right
away if you have any of these symptoms:

fever

frequent infections.
sscle pain

sweling of your face, eyes, fips, or tongue.

swollen lymph glands

unusual bruising or bleeding, looking pale

weakness, fatigue

yelowing of your skin or the white part of your eyes



. trouble wakig or seeing
es for the first time or happening more often
* o and/er tenderness in the area towards the top of your stomach (enlarged fver
andjor spieen)

in patients with known heart problems, the use of SUBVENITE may lead to a fast
Rehroem S o neatheare rove gn swos 1 You

« feel ightheaded.

4. Like other antiepleptic drugs, SUBVENITE may cause suicida thoughts or
actions in a very small number of people, about 1 in 500,

€aha heskhcars provider right away If you have any of these symptoms,
especialy i hey are new, worse, or worry you

 houghs about suicide o ey

« attempt to commit suicide

« new or worse depression

= new or worse anxiety

« feeing agtated o restiess

« pani attacks

trouble siespng (nsoria)
w or worse iritabifty
acing aggressive, being angry. or voent
acting on dangerous impulss
o extreme nérease i ctivey and taking (mane)
other unusual changes in behavior or mood

Do not stop SUBVENITE without first talking to a healthcare provider.
« Stopping SUBVENITE suddenly can cause serious problems.

« Suicidal thoughts or actions can be caused by things other than medicines. If you
have Suical NoUGNtS or 3ctons, your heakhcare proviler may check for other
uses.

How can | watch for early symptoms of sukckia thoughts and actions in
myself
ey attention (o any chanqa especially sudden changes, in mood, behaviors,

« Keep al folow-up isits with your heathcare provider as schedulet
* Calyour nsamare orovider between vets s needed, capocily ¢ You are worried
out symp!

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

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

unusual sensitivity to light
muscle pains
chits

« confusion
« drowsiness
Meninglts has many causes other than SUBVENITE, which your doctor would check for
i yﬂu umbpea meningitis whie taking SUBVENITE
ITE can cause other fects. For more information ask your
Semncore provier or Sharmocit Tk yout heskneere povie | ou nave any S
thers you. Be sure to read the section below entitled "What are the
possile side effects of SUBVENITE?"
6. People prescribed SUBVENITE have sometimes been given the wrong
medicine because many medicines have names similar to SUBVENITE, so
always check that you receive SUBVENITE.
‘Taking the wrong medication can cause serious heakth problems. When your heakhcare
rovder ghes you 3 prescriton for SUBVENITE:
 Make sure you can read it
 Tak t your pharmacit 1o check that you ae ghen the correct medicine.
 Each time you fil your prescription, check the tablets you receive against the pictures
of the tablets below.

These pictures show the distinct wording, colors, and shapes of the tablets that help to
ety the rght strengt o SUBVENITE tales, immedatay callyour pharmacef f you

hat does not look fie one of the tablets shown below, s
Yoy e retenes e wrang medeston.

SUBVENITE (lamotrigine) stlm Usp

Tablet Strength | SUBVENITE D Drawin;
me . @
e s P
100 mg
150 mg
(
200 mg {

What is SUBVENITE?

« SUBVENITE s a prescription medicine used:
o together with other medicines to treat certain types of seizures (partiakonset seizures,
primary generaized oni-conic selzures, generaized sezures of Lennos:Gastaut
syndrome) in people aged 2 years and oid
o'alone when chahgig from 1 ather medcine used to treat partiabonset sekures in
peopl aged 16 years and oder.
oforthe longsterm tretment of bipolr | diorder o lengthen th time between maod
Coisodes n people who have been treatd for mood episodes with other med
;% not known f SUBVENITE s s o efectve n peapl younger than 18 Vears wien
moad ptates Such a5 bipolr dorder of depres
£ 1E& notknown f SUBVENITE s sae o ffecte when used alone as the frst
treatment of s

i€k mot known i SUBVENITE s safe or effective for people with mood episodes who
have not already been treated with other medicines.
+ SUBVENITE should not be used for acute treatment of manic or mixed mood
episodes.
Do not take SUBVENITE:
« if you have had an allergic reaction to lamotrigine or to any of the inactive ingredients

e

in SUBVENITE. See the end of this leaflet for a complete list of ingredients in
SUBVENITE.

Before taking SUBVENITE, tallyour heskthcare provider about sl of your
health conditions, including If y
2 have hid & ash or alrgl reachon o another antsezure madicine.
« have or have had depression, mood problems, or suicidal thoughts or behavior.
* haveaitoryof heatprobems o requar hear beats o anyof your amiy
/e any heart problem, including genetic abnormali
v 1 56t mah gl fter takng SUPVENITE
are taking oral contraceptives (birth control pis) or other femae hormonal
medicnes. Do ot stat o stop taking bt contrl pllsor othe female hormoral

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

effects (such a2 daziess, lck of coordnation, or Hosblveion). Staring e

medicines may lessen how well SUBVENITE wt

o ar i toacoré pregnant 1 ot known ¥ SUBVENITE may harm

your unborn baby. If you become pregnant whie taking SUBVENITE, tak to you
heatthcare provider about registering with the North American Antiepilptic Drug
Pregnancy Registry. You can enrollin this registry by caling 1-888-233-2334. The
purpose of this registry is to collect information about the safety of antiepieptic
drugs during pregnancy.

. UBVENITE passes into br ik in
2 breastied baby. I you breasticed whie taing SUBVENITE, watch your baby cosely

problems. Talk to your healthcare provider about the best way to feed your baby if
you take SUBVENITE.

Tell your heskthcare provider sbout all the medicines you take iciuding
presénption and over-thecounter medicines, veamins, and herbal supplemes

SUBVERITE an cortan other medkines ey iteract win coch ather T may cause
Serious side effect

the medcines you ake. Keep 2 st of them to show your heakhcare providr and
pharmacist when you
How should | take SUBVENITE?
 Take SUBVENITE exactly as prescribed.
* Your heakhcare provcer may change your dose. Do not change your dose wthout
taking to your heathcare provi
3o not st toking SUBWENITE whhout taking o your healhcareprovier. Stopping
SUBVENITE suddenly may cause serious problems. For example, if you have epilepsy
2nd you stop taking SUBVENITE suddenly, you may have seizures that do not stop.
Tak with your healthcare provider about how to stop SUBVENITE siowly.
1 you mis 2 dose of SUBVENITE ke 25 soon as you remerber. s skmost
time foryour next dose. us skip the mised dos he next dose at y
reguiar time. Do not take 2 doses at the
1fyou ke ton much SUBVENITE, calyour heatheors pmwaer or your ol Poson
Cantrol Conter o g0 tothe neart haspl ermergency toom gt o

3
F
5
|3
¢
%
El

ral weeks.
1 you have eplepsy. tell your heakcare provder i Vour seizures get worse or f you
fave any new types of o
« Swallow SUBVENITE wi
© 17You have troubk swallwing SUBVENITE s e your hesthcore provider
because there may be another form of SUBVEN:
* fyou ecelve SUBVENITE o bisterpack. xamine e beve: peck bfore se. Do
not use f blsters are torn, broken, or missing.

What should | avoid while taking SUBVENITE?

0 ot drivs, perate machinery, or 6o other dangeraus activies unth you know how
SOBVENITE artact

What are the possible side effects of SUBVENITE?

SUBVENITE can cause serious side effects.

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

Codmm‘cm side effects of SUBVENITE includ

hesdache

blurred or double vision
fever
fack o (omdmawn

mfa:mns chuding seasonalfu
sleey

back pan

nausea, vomiting

dirrhea

tiredness

insomnia

ry mouth
stuffy nose.



« sore throat

‘These are not al the possble side effects of SUBVENITE.

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

How should | store SUBVENITE?

* Store SUBVENTE a 20° o 25+C (68" to 77°F) excursons permited t 15° t0 30°C
(59° to 86°F) [See USP Controlied Room Temperatt

+ Koep SUBVENITE and al medicines out of the reach of chidren.

General information about the safe and effective use of SUBVENITE.

Medlnes are sometmes prescrbe for purposes other than those sted i  Meclcation
Guide. Do not use SUBVENITE for a condition for which &t was not prescrioed. Do
other people, even o you e, 1t

may harm them.

1 you take a urine drug screening test, SUBVENITE may make te tet resuR posise for
another drug. If you require a urine drug screening test, tell the heathcare professional
administering the test that you are taking SUBVENITE.

You can ask your healthcare provider o pharmacist for information about SUBVENITE
that is writen for health professionals.

For more information, call 1-800-273-6729.
What are the ingredients in SUBVENITE? SUBVENITE (lamotrigine)tablets, USP
Active ingredient: lamotrigine, USP.

ater
celulose; povidone; and sodium starch giycolate.

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

‘The brands listed are trademarks of thei respective owners.
Manufactured by

Torrent Pharmaceuticals LTD., India.
Manufactured for:

OWP Pharmaceuticals, Inc., 400 E. Diehl Road, Suite 400, Napervile, IL 60563.
OWOSSUBMGI0824 Revised:August 2024

8097262

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 25 mg
100 Tablets

NDC 69102-301-01

SUBVENITE™

(lamotrigine tablets, USP) 25 mg

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 100 mg
100 Tablets

NDC 69102-319-01

SUBVENITE™

(lamotrigine tablets, USP) 100 mg

'CAUTION: Vorty roduct D
ATTENTION: Dispensa the accompanying
Meclcaton Guida o sach patent.
owp

69102

3!

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 150 mg
100 Tablets

NDC 69102-150-01

SUBVENITE™

(lamotrigine tablets, USP) 150 mg.

‘CAUTION:Very ProcuctDprsoc

Dtpanss 1o ooy
oo G o e o

awp
s e

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - 200 mg
100 Tablets

NDC 69102-320-01

SUBVENITE ™

(amotrigine tablets, USP) 200 mg

_ AIJ 65102 !LZ"EL[[I} i

N
3

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL -Blue Kit
69102-306-01

Subvenite

(lamotrigine tablets, USP) Blue Starter Kit

Jre—

Subvenite

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL -Green Kit

69102:312.01
Subvenite

(lamotrigine tablets, USP) Green Starter Kit

e
Sul bveni“tep‘
USP)

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL - Orange Kit
69102-300-01

Subvente

(amotrigine tablets, USP) Orange Starter Kit

: SemmE aNg

L ——

5

SUBVENITE
lamotrigine tablet.



Product Information
Product Type MU PRESCRTION DRUG Iom Code (Source)  DC-69102319
Route of Administration  oRL

Active Ingredient/Active

Basis of Strength  Strength
LAMOTRIGINE (UM U3427435KS) (ANOTRGHNE - UNIUSZTASBHS)  LWOTRGNE 100mg
Inactive Ingredients.
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