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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS SKIN RASHES.

an cause serious rashes ing hospitalization a
iscontimuation of treatment. The meidence of thece rashes, which have
included Stevens-johnson syndrome, is approximately 0.3% {o 0.8% in
pe 2 to 17 years) and 0.08% to 0.3% in adults,
receMM famotrigine, One rash related death was reported

necrolysis and/or rash-related death have been reported in adult and
pediatric patients, but their numbers are too few to permit a precise
estimate of the rate.

Other than age, there are as yet no factors identified that are known to
predict the risk of occurrence or the severity of rash caused
B re suggestions, yet to be proven, that the risk of
ash ey aso be Incrassen by (1) Coadministration of lamtriine with
valproate (includes valproic acid and dvalproex sodium), (2) exceeding
the recommended iniial dose of lamatrigine, or (3) exceeding the
ommended dose . However, cases have
cumradn'the Sbsonce of shese factors:
Nearly al cases of lfethreatening rashes caused by lamatrigine have
occurred within 2 to 8 weeks of treatment initiation. However, isolated
cases have occurred mer 7 prokonged trestment (6., ¢ month).
ly, duration of pon as means to
Predict the potential ik heraided by she fiet appamrance of  rash.
Akhough benign rashes are also caused by lamotrigine I is not possible
to predict reliably which rashes wil prove to b v ife
threatening. Accordingly, lmotriging should ordinarly be.  discontinued at

Discontinuotion of treatment may not prevent a rash from becoming lfe
threatening or permanently disabling or disfiguring [see Warnings and
Precautions (5.1)] -

1 INDICATIONS AND USAGE
1.1 Epilepsy
Ag. nctive Therapy.

. USP are indicated as adj. py for the folowing seizure
e e packnte agea 2 years and older.

« partiakonset s

© rimary Generalzed tonic-conic (PGTC) seizures.

« generalzed seizures of Lennox-Gastaut syndrome.

"Monotherapy
Lamotrgine ablts, USP are ndicated for canversion o monotherapy 1 aduks (aged 16
years and oder) wih partakonset sezures who are eceling restment

amazeine, phenyton, phenobarbRal, primdone. o vabrosts as P
anepient. Grug (AED).



atety and effecthvencesof arigie tblts, USP have ot been estabished (1) 35
(2) for conversion o) other than

O aamencome, bretyoh, Anenobarakal prmidenc, o vaproate of 3]t

simultaneous conversion to monotherapy from 2 or more concomitant AEDs.

1.2 Bipolar Disorder
; Usp are ndcated or treatment of bipolar |

Gondo ke day e imate o of mood episodes (depression, mania

. mixed episodes) i patents treaed (0r acute moog epsodes wth standard
therapy [see Clinical Studies ( 14.2)]
Limitations of Use

Treatment of acute manic or mixed episodes is not recommended. Effectiveness of

lamotrigine in the acute treatment of mood episodes has not been established.

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Considerations
Rash

‘There are suggestions, ye to be proven, that the risk of severe, potentialy ffe-
threstening rash may be ncressed by (1) cosdminstrtonof motrne AP vaprose,
@) exceeing therecommended nfil dose o kmotrighe, or (3) exc

calation for lamotrigine. Howe
oconce ot these Facors o Do Warangl, Tnsetore & & mporont it the osing
recommendations be folowed closely.

‘The risk of nonserious rash may be increased when the recommended inital dose
and/or the rate of dose escalation for lamotrigine i exceeded and in patients with a
history of allrgy or rash to other AED:

Lamotrigine Starter Kk provide lamotrigine at doses consistent with the recommended
thraton schedul or the st 5 weeks of restmen based upon concomiant
ts with eplepsy (older than 12 years) and o | Sorder
{aduks) and are i m:enm 0 help reduce the potential for rash. The use of lamotrigine

e for appropriae patlents who are starthg of restartig
Emotrign [see o S ppleatorsge nd Honding (167

185 recommendes that amotriine tblts USP ot be restated npatets who
discontinued due to rash associated with prior treatment with lamotrigine unies

Dotamarbendi ceary ouweih the Fake, W the deceion & madetorestart s pavent
"ho has decontinued Brmotrigihe, the need to restrt weh the el dosi
recommendations should be assessed. The greater the interval of time since the
previous dose, the greater consideration should be given to restarting with the initial
dosing recommendations. If a patient has discontinued lamotrigine for a period of more
than 5 hal-fives, i is recommended that intal dosing recommendations and guideines
be folowed. The half-Ffe of lamotrigine is affected by other concomtant medications (see
Clnical Pharmacology ( 12.3)1.

L to Drugs Known to Induce or

Becouss bmotrighe s mtabalze predombanty by ghicuronk acd conjugaton, drugs

inatare knoun (0 e or ol euronidation may affect e apparentcarance of
lamotrigine. Drugs that induce glucuronidation include carbs enytoin,

phenabarbal, prmidone,fampi, estrogen-contaning oo eptes, oo the

Ghicuronation. For Gosig Conskieratons for BotTgne n pabknts on estrogen-
Contaiing contracepties and stazanavkkonavi, see below and Tabl 13. For dosing

ansiiratons for amotrgine inpatnts o otherdrugs known to nduce or b
Ghronaton, see Tabes 1. 2,56
Tare forp: with Epi r

A therapeutc plasma conceraton angehes o ben stabihed o amorigne
Dosingorbamotrginsshouk be based on therapete response s Crcl
Pharmacobgy ( 12.9

Women Taking Estrogen-Cont: I Contracept
Starting Lamotrigine in Women Taking Estrogen-Containing Oral

have been shown to
lamotr ci (12.3)], no adjustments

[
ekl based on e use of etrogen-contaning ora comracapives. Treretore o
escaiation should folow the recommen inesfor istng ad‘unc(we merany
with lamotrigine based on the concomitant AED s (see
T 15,304 71 5ec blow fo Sqbment to maersnce aboes of omatignd i
women taking estrogen-containing oral contraceptives.

Adjustments to the Maintenance Dose of Lamotrigine in Women Taking Estrogen-
Containing Oral Contraceptives:

@) Taking Estrogen:Containing OralContraceptvesin warnen no aki
bemazepne, pheryton, phenabarblal prinidone, o ather orugs eh as rfampin
an inc
Ermotrhe gucuroniatin (o g nteracions (), Cinkal rarmacoiogy ( 12 .
the malntenance dose of lamotrgne Wil i most cases need to be ncreased by as mc
ver the recommended target maintenance dose to maintain a consistent
Erotrgne sesma v
2) staring Esrogen-Contaning Oal Contracepivesin wormen aking o stbl doseof
primidone, or other
arugs Such 35 ampin and the protease PhbRors hp\nev\r/monav' and
e Orug nteractons (7),
Cincal Pharmatology ( 12.9) ,the maintenance dose wil i most cases need to
incressed by 35 much 25 2ok to maiain s constent motrigne plsma kvel e
egin at roduced
and continue, based on el response, 1o more rapiy than 50 t0 100 giday oy
ereases shouk ot exceed the recommended ate
unless clinical ¢ ncresses Gvadua\
araert Bt e 1 oo ot el oy oecur S e week o boci
hormonal peparation (plkree week), and these ncreases wil be grester I dose
creases are made in the days before or during the week of inactive hormonal
preperation Increased motigine pissma Jeve coudresuk n acdiionlacverse
reactions, such 3 dzziness, ataxi, and dpip If sdverse reactons aKrbutable o
Tomotrghe consistently GCeur urdurng the e week, dose schssiments to e averal
ke to the pikree woek are
o Focormmendea. For wamen toking Bnobighe i 2ddon 1o corarag e,
Pheny!mn. phenobarbital, primidone, or other drugs such as rifampin and the protease
hibito L
Ghicuronkiaton [see drag Interactons (7, Cingal prarmacalogy (12.3]. 0
adjustment to the dose of lamotrigine should be necess:

(3) Stopping Estrogen-Containing Oral Contraceptives:in wormen not taki
carbamazepie, phenyton, phenobarbial prinidone, or oher drugs Such as rampin

Ermotrghe gucuroniatin (o g neracions (3, Cinkal Frarmacalogy (1231
the maintenance dose of amotrigne wil n most cases need to

o i & consitent amotiaie plasina lval The decresse in
pveid \amnmgw\e should no exceed 25% o the otal aly dose per week over 2 2.
week peri
Gl pnarmorelogy (13T 1 wemen txing omotigine sttt o
carbamazepine, phenyton, phenobarbtal primidone, or other drugs such a fampin

at in

ot goceranitaton (ow B mtractons (37, Cinkel hormacoiony {121
o ad the dose of be

Women and Qther H 1 c
Therapy.

The effect of oth
therapy on the pnarmamkmms of Iamalvl]me  has not been  systematicaly evakiated. 1t

motrgie bp 1 2106 and the procestin-amy bl nad n6 efoct on lomotigine piema
efore, adjustments to the dosage of lamotrigine in the presence of
progestogens alone willikely not be needet

Ppatients Taking Atazanavir/Ritonavic
does reduce no

adjust
ne(essary ooy pased ontheuse ! a(ezanav"/ntonav\r Dose escaiton shoukl vouow
idelines for intatin
concomtant A0 o other concomtant med\camns (see Tsmes 12,204 3, Inpatints
already taking of &
Petncars the doce o Bmenigne rray e to be mcroosed a:azanaw/mnnm i
sdded, of decreased £ is discontinued [see-
2.3)]

‘Patients with Hepatic Impairment
Experience n patents with hepatc mpsirent s ited. Based on 3 cinicl
pharmacalogy study in 24 subjects with mid, m ver impairment

isee Use n spectic popustons (5, i Prrmaceigy uz 3}1 e olown

made. ded

SR id W mpmtmont I eacation, s s anancs dosen shoud Gentraly be

edced by approximately 25% in patients Weh moderae and severe ver impalrment

without as 0% in patients with severe iver impairment with ascites. Escalation

S maianance doaee ey e aeted sccordig t CokR reoponse

Patients with Renal Impairment

Inkisdasss of bmotrighe shoul be based on patiens'cancomkant medcatiors (see
juced

antenance doses ey be ffctive for paterts

Snkant ranal oo sce Use s (8.7), Cinical Pharmacology

(1221 Few patents e severe renal .mpamem Crav peen eva\ua(ed durng chrone
his population,

famotri
Imotrigine shouki be u5ed Weh €auton i these patints
‘Discontinuation Strategy.
(For patients receiving lamotrigine in combination with other AEDs, a re
evs\usbon of 8 AEDS i the regmen shou be consilered I 3 change n segure control
ppearance ‘or worsening of adverse reactions is observed.

dose over st e 3wk opbroxmotey so% oot \s recommended unles:
ety Concetma reque & Mmore rapkd wihdrawa 5c6 Walnings and Procautions (5101,

msmmumg carbamazepine, phenytoin, phenobarbna\, primidone, or other drugs such
as rifampin that

Fduce Amotrigine ocuronation Shouk prolang the hal-Ife of amotrgne:
Giscontinuing valoroats Should Shorten the hal e of Bmotrigine.

Bipolar Disorder:in the controled clinical trias, there was no increase in the incidence,
type, or severty of adverse reactions following abrupt termination of lamotrigine. In the

Seizures shortly after abrupt withdrawal of lamotrigine. Discontinuation of lamotrigin

hou wole 3 sep wie reducton of dose over test 2 wesks (pproxinately So%

Dot weck) unss safety concerns requie a more rapl windrawalfoce Warnings and

Precautions (5.10)] .

2.2 Epilepsy-Adjunctive Therapy

e secton provdes specfic dosing recommendations for poterts oder han 12 years

and p 294210 12 years. Wi each of these age-groups, spectc dos

rs(nmmendamns are pravide dependig upon concomint AZD o o

concomtant mediaons sce Table L for patents oler than 12 yeors an Table 2 for

Patients 598 2 0 12 yeors). A welght-based dosing U for parents aged 2 to 12
o Soncammiantvaprone & provied 0 T

B  than 12 Year:

Recommended dosing quideines are summarized in Table 1.

in Patients TAKING Valproate *
Weeks 1 and 2 25 mg every other day
Weeks 3and 4 25 mg every dﬂly
Week 5 onward to maintenance

0 majday every T

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

Usi
maintenance
dose

aValproate has been shown to inhibit glucuronidation and decrease the apparent
clearance of lamotrigine [see Drug Interactions ( 7), Cliical Pharmacology ( 12.3)]
BDrugs that induce lamtrigine glucuronidation and increase clearance, other than the
specified antiepilptic drugs, include estrogen-Containing oral contraceptives, rifampin,
and the p and Dosing

for
can befound (2]
Patients on rifampin and the protease inhibitor lopinavir/ritonavir should follow the same.
dosing titration/maintenance regimen used with antiepiieptic drugs that induce
(21)

Drug

Interactions ( 7, Clnical Pharmacology ( 12.3)].

Patients Aged 2 to 12 Years

Recommended dosing guideines are summarized in Table 2.

Lower staring doses and sower dose escaltons than those used n cincal s are
rended because of the suggestion that the risk of rash may be dec

ower i doses and dlower Sose cocaatns. Ther oo, mamenance doses wh

take longer to reach in It may

Table 1. Escalation Regimen for Lamotrigine in Patients Okder than 12 Years with Epilepsy
In Patients NOT TAKING 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)

Patients TAKING Carbamazepine, Phenytoin, Phenobarbital, or Primidone
band NOT ‘IAKING Valproate &

/day

100 mg/daym S ded doses)
Y

100 mo/day every 1 to 2 weeks.

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



months o achieve a ndiusized mabtenance dose. Maitenonce doses i potnts

weighing less than 30 g, regaress of sge r cancam D, may need to

ncreaseel o5 much 13 SU%, based on el respon

The smalest avalable srength of amotrighe tablts ks 25 mo, and only whole tablets
ablets,

me o shovl b rountcd down 1o the etk who (ks Fce o,
ipplied/Storage and Handing ( 16) and Medication Guide]

Table 2. Escalation Regimen for Lamotrigine in Patients Aged 2 to 12 Years with Epi

psy
Patiants TAKING Carbamazepine, Phenytoln, Pharobarbital, or Primiione

In Patients TAKING Valproate 2 _In Patients NOT TAKING Carbapn Phenytoin,
or Valproate
0.3 mo/kg/day in 1 or 2 dhided
doses, rounded dowr
o the nearest whole
blet

Weeks 1 and 2 0.15 mg/kg/day in 1 or 2 divided
doses, rounded

‘Table 3 for weight-based dosing guide)

Weeks 3and 4 3 mg/kg/day in 1 or 2 divided 0.6 mg/kg/day in 2 divided doses,
dos nded Founded down to the

down to the nearest nearest whole tablet
whole tablet (see
Table 3 for weight-based dosing guide)

Week 5 onward to maintenance The dose should be The dose shoud be ncreased every 1 to

as folows: calc

cakulte 0.3 marg/day,
is amount e near
down to the nearest
whole tablet, and
add this amount to previously
the previous| ‘administered daiy
administered daly dose.
dose,
Usual Maintenance 1 to 5 mg/kg/day (maximum 4.5 to 7.5 mg/kg/day (maximum 300
0 mafday in 1 or 2 ‘ma/day in 2 di
doses)

g
8

May need to be May need to be
increased by as much
a5 50%, based on
Maintenance dose in patients less than 30 kg ical response.
Note:Onlywholetabletsshouldbeusedfordosing.

on cliical response.

avalproate has been shown to inhibit glucuronidation and decrease the apparent
clearance of lamotrigine [see Drug Interactions ( 7), Clnical Pharmacology ( 12.3)]
BDrugs that induce lamotrigine glucuronidation and increase clearance, other than the

pecified antiepileptic drugs, include estrogen-containing oral contraceptives, rifampin,
and and

for
can be found in id Is (2.1)]
Patients on rilampin and the protease nhibitor mpmaw/monaw shoud folow the same
dosing tration/maintenance regimen used with antiepieptic drugs that

nd incs 25 orug
Interactions (7), Cinical Pharmacology (12.3)].

Table 3. The Init

I Weight-Based Dosing Guide for Patients Aged 2 to 12 Years Taking Valproate (Weeks
1to 4) with Epilepsy

this daiy dose, using the most appropriate combination of amotrigie 2-
bie

1Fthe patient’s weight s ‘and 5mg 10

Greater than And less than Weeks 1ana 2 Weeks 3 and 4

.7 kg lakg 2 mg every other day 2 mg every day

14.1kg 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
sual Adjunctive Maintenance Dose for Epiepsy.

‘The usual maintenance doses identified in Tables 1 and 2 are derived from dosing
{£mens enployed i the placeno cortoled adkncive o 1 wiich te ffcacy of
rotrigns was s patints recehing mutdrug regimens empl
eryion. lor mamlenan(e
doses of “sonctue lamotrigne a3 high as 700  mjday have been used m oo
recel ot 300
iy have been used: joses. in
Tee )t s has mot been <tabiahed b ol s

2.3 Epilepsy-Conversion from Adjunctive Therapy to Monotherapy

The goal of the transition regimen is to attempt to maintain seizure control whi
g th s ofSer s o ekacitan it rape st of Brmcrrgie

monotherapy is 500 mo/day
given in 2 divided doses.
ok an ncressed ik of rash, the recommended ikl dose and subsequent dose
ecamtons for matrigie anose ok be eed sce Bored Warnig]
nversion g rapy with Phenytin r
e ey s i
After achieving a dose of 500 mg/day of lamotrigine using the guidelines in Table 1, t
Concomtant eneyme-fducng AED shouabe widraun by 20% decrements el ek
s based

o eprimcs e e omsaled manetherapy cimat o)

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

d NOT TAKING Valpro:
o5 mg/kg/d-ym 2 diviied e,
unded dow
earest whole tober

1.2 mg/kg/dayin 2 divided doses,
Founded down to the

nearest whole tablet

The dose shouk be cressed every 1to
ks = folows: cakuate
mgrkg/day, rol
s smount down to
the nearest whole
tablet, and add this
mount to the

previously
‘administered daiy
dose.
5 to 15 mg/kg/day(maximum 400
jed

Jday in 2 o
doses)

tay need to

increased by as much
as 50%, based on
clinical response.

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

Lamotrigine Valproate
Step 1Achieve a dose of 200 mg/day according to guideines in Table 1

Step 2Maintain at 200 mg/day.

Step 3increase to 300 mg/day and maintain for 1 week.

Maintain established stable dose.

Simukaneously decrease to
250 mo/day and maintain for 1 week.
Step 4increase by 100 mgfday every week to 500 mgfday. Disconti

onversion from Adjunctive Therapy with Antiepieptic Drugs other than Ca cp
Phenytoin, Phenobarbial, Primidone. or Valproate to Monotherapy with Lamotrigine
1o specc dosing guidines can beprovided forconverson to monctherapy it

enytoin, imidone,
or valproate.

lar Disorder
“The goal of with lamotrigine is to oceurrenc
mood episodes (depression, mania, hypomania, mixed

hy epiodes) b patents treted for
ute mood episodes with standard therapy [see Indications and Usage ( 1.2)]
Patients taking lamotrigine for more than 16 weeks should be periodically reassessed to
determine the need for maintenance treatment.
Adutts
The targetdose of motrigine s 200 molday (100 mojday inpatents taking varoate,
which decreases the apparent clearance of lamotrigine, jdoy i patints not
taking valroate and takig ekher carbamazephe, pherytom, phenobarbkal primidone,
or other drugs such as rfampin and the profease nhibtor k)pmav\r/mm\av\r ihat,
motrigine). | up.
mglday as manotherapy were e Roweit, e sationa Tt wa ocen t 400
mgiday compares with 200 mg/day [es Cinkca Studes (14.2) . Accordingl, doses
Sbove 200 malday are not recommen
Treotment wkh laotrighe s oduced:besed on concurent medations, according
utined in Table 5. If other psychotroj tons are wihdrawn
otowing stiastan. i dose of rnoNEbe shouk ve s 1 po
decontnuing vabroste,the dose o ratrine should be doubled over s 2oweck perod
/eekly increments (see Table 6). In patients discontinuing carbamazepine,
pher\y\mn phenobarbital primdone,or other arugs such s rfampin and the protease

for the first week and
e ot dedscave by el over 3wk paad 1 S wackly decrements (see
‘Tabe 6). The dose of lamotrigine may then be further adjusted to the target dose (200
mg) as clincally indicated

If other drugs are subsequently introduced, the dose of lamotrigine may need to b
adjusted. In particular, the introduction of valproate requires reduction in the dose of
famotr Interactions (7), C (123)]

To avold an increased risk of rash, the recommended intial dose and subsequent dose.
escalations of lamotrigine should not be exceeded [see Boxed Warning].

fose by decrements no greater than 500 mg/day/week to 500 mg/day and then maintain for 1 week.

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

In Patients TAKING Valproate n Patients NOT TAKING C: Phenytoin,
- b, or Valproate
Weeks 1and 225 mg every other day 25 mg daiy 50 mg d
Weeks 3 and 425 mg daiy 50 mg daiy
0 mg dally 100 mg daiy
Week 6 100 mg daiy 200 mg daiy
Week 7 100 mg daily 200 mg daiy

=Vaprosts has been shown to PhbE ghcuronition and decresse the apporent
clearanc s (7), Ci 2.3
onuge i Iuce Bmetrgme gicuronsiaton o nresse clmrance. s than the
speciied antiepieptic drugs, include estrogen-containing oral contraceptives, rifampin,
and the p and

for s and
can be found in (2.1)]
oo on i and the rotesse nhiker opmavranodk Shoul Tolow he e
dosing titration/maintenance regimen used with antiepieptic drugs that induce

(2.1), Drug

Interactions ( 7), Clinical Pharmacology ( 12.3)].

Patients TAKING Carbamazepine, Phenytoin, Phenobarbital, or Primidone
band NOT TAKING Valproate

100 day. i dvided doses
200 mg daly, in divided doses
300 mg daly, in divided doses
P to 400 mg daiy, in divided doses

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

Discontinuation of Psychotropic Drugs (excluding V: After
D roamazepine,Phenytoi, Phenabarbial or Prmidone &) After Discontinuation of Valproate *

Current Dose of Lamotrigine (mg/day)100
150

Week 1 Maintain current dose of Lamotrigine
Week 2 Maintain current dose of Lamotrigine 200
Week 3 onward Maintain current dose of Lamotrigine 200

o been shown to
clearance of Interactions ( 7), Ci (123)].
BDrugs that induce lamotrigine glucuronidation and increase clearance, other than the

specild antepleptc drugs, inchide estrogen containg oal contracepties, fampin,
and the p and Dosing

for and

can be found in iderat (2.)].
Patients on ritampin and the protease inhibitor lopinavir/ritonavir should follow the same.
dosing titration/maintenance regimen used with antiepiieptic drugs that induce:
(2.1), Drug

Interactions ( 7), Clincal Pharmacology ( 12.3)).

3 DOSAGE FORMS AND STRENGTHS.

3.1 Tablets
5 mg, White to off white, round shape, flat face beveled edge, uncoated tablets

debossed with "45" on one side and break ine on other side.

100 mg, ke t offwhie, round shape, it ace bevekd edge, ncosted tablts

debossed with "L047" on one side and break e on other sid

4 CONTRAINDICATIONS.
Lamatrighe & co in patients

rash, angloed T tanshe purtus:

S noredents s Boxed Werning, Warrings and Precautons (5.3, 5.3

(eg.
to the drug o

5 WARNINGS AND PRECAUTIONS

5.1 Serious Skin Rashes [see Boxed Warning]
Pediatric Population
The incidence of serious rash associated with hospitalization and discontinuation
lamotrighe i  prospectively olowed cohort of pedatri patents (aged 2 017 Jears) s
approximats ne rash-related death was rey rospective
Tl conort of 1,555 peti patknts (4950 30 16 yeure) wiih eplpey kig
amatrigineas djnctive erapy. Addtonaly. herenave beenrae cases o oxic
‘with and withou death in U.S. and
fordan postmarketing experince.

, Phenytoin, or Primidone
Current Dose of lemrlglne (mg/day)400
400

300
200



Iherels evdence hat he eson o vaproate 1 o mukiug reginen ncreoses the ik
of serous, potentialy - threatening rash n pedtric patiets. Inpeditric patets
A VaoR ConEmeANY for Spkcps, 155 (6O 452) xparneed s scius T
Comparca wih o 6% 5 f 942y patents vt taking vlrente

Adutt Popuiation
Serious rash associated wi and
0% (11 013348 o Mk potants who eceivs pmotoe o premarketng cinical

reported, but their numbers are too few to permit a precise estimate of the rate.
Among the rashes leading to hospitalzation were Stevens-Johnson syndrome, toxic
joedema, and ‘with mukiorgan

[see Warnings and Precautions (5.3)]
There s evidencethat e nkisionof vabroate n 8 utdrug reginen ncrazses the ik
of serious, potential reatening rash in aduts. Speciicaly, of 584 patients
Camirar s oo yhe Wi voptose epiepsy cin Tcaltris, 6 (1%) were Nosphalzed
in association with rash; in contrast, 4 (0 2,398 ciinical trial patients ar
emteers iminbter i oot ne Sheenca of vOpre wert hospratmed
f Allergy or Rash to Other Antiepileptic Drug:

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

5.2 Hemophagocytic Lymphohistiocytocis

Hemophagocytic lymphohistiocytosis (HLH) has occurred in pediatric and adut patients
taking lamotrigine for various indications. HLH is a Ife-threatening syndrome of
patholoic mmune activatin characterized by cliclsons and symptorms o extrerme
systemic inflammation. It & associated with high mortalty rates f not recognized e
and treated. Common findings include fever, hepatosplenomegaly, rash,
rophedenapathy, neuralogk. symptoms, cytopenias, boh serur ferrtin, and Iver
fonction and coaguiation abnormaits. h case of HLH reported wih Bmotrigine,
patients have presented with signs of systemic inflammation (fever, rash,
hepatosplenomegaly, and organ system dysfunction) and blood dyscrasias. Symptoms
occur within oy falowing the nkiation of reatment.
Patients who develop early manifestations of pathologic immune activation shoul
e mrnciotay. and 3 dngnosk of LI ShoLk oa conslercd Lamerriihe Shoukl
be discontinued ff an aternative etiology for the signs or symptoms cannot b
bished.

5.3 Multiorgan Hypersensitivity Reactions and Organ Failure
Mukiorgan nypersensiity resctons, o known 2 drug reacton wih cosoptilo ana
Symptoms (DRESS), have occurred with fr ‘e. Some have been fatal or
T treatoning, DRESS ksl akhoush not exdus\ve\y resents wih fever rash.
andjor ymphadenopathy in association with other organ system involvement, such as
hepatiis, nephrits, hematologic abnormalties, myocardits, or myosits, sometimes
resembing an acuie vra nfecton. Eosiophila s often present. Thi dorder s varisble
expression, and other organ systems not noted here may be invole

Fatalties associated with acute multiorgan faiure and various degrees of hepatic faiure
have been reported in 2 of 3,796 aduk patients and 4 of 2,435 pediatric patients
received lamotrigine in eplepsy clincal trals. Rare fatalties from multiorgan falure have
also been reported in postmarketing use.

sated e ke wihout ash o nvolvement o other organs has aso been reorted

e
Itis \mpor\an( {0 ote tat ary maniestatons of ypersensiy (29, fever
lymphadenopathy) may be present even though a rash & not evident,

e e poacant, e assent shewid o avikred mmecten Laroitoig shovd
be discontinued i an akernative etiology for the signs or symptoms cannot be
tablshed,

Prorto nkistion of treatment wih lmotrighe, the patient shouk be nstructed that a
rash or other signs or symptoms of hypersensiiviy (e.q. fever, lymphadenopathy) may
erad o s el v har s patnt sk epert sy Soch securrnce
t0 a heathcare provider immediately.

5.4 Cardiac nnmm and Conduction Abnormalities

itro testing showed that lamotrigine exhibits Class IB antiarrhythmic activity at
merapeultaw oot Concentatons I vt estng showed (ot omevgne exibts
Cinical

Binacoigy (0. Bos on hescimice incis, i coud som

ventricular conduction (widen QRS) and induce proarrhythmia, which can lead to sudden

(death, in patients with clinically important structural or functional heart disease (ie.

potients weh heart e vawor heort dscace, congeneaheart dsease, (or\du(mn

thmias, cardic channelopathies

Evmarorel. cincaly mpertant chami heart ds st of muki &k Facirs or

(coronary artery disease). Any expected or observed benef of a

individual patient with clincally important structural or functional heart diseass

(carefully weighed against the risks for serious arrhythmias and/or death for that patient.
ot rther of

fproarrhythmia.

5.5 Blood Dyscrasias
There have been reports of bood dyscrasis that may or may ot be ssocited wkh
mukiorgan hypersensitiviy (akso known as DRESS) [ see Warnings and Precautions
(530 Trese Rave ncucies netropana, Bukopena, anemi thrombocytopenis,
pancytopenia, and, rarely, aplastic anemia and pure red cel apiasi

5.6 Suicidal Behavior and Ideation
AEDs, including lamotrigine, increase the risk of suicidal thoughts or behavior in patients
taking these drugs for any indication. Patients treated with any AED for any indication
should be moniored for the emergence or worsening of depression, suicidal thoughts
or behavior, andjor any unusual changes in mood or behavior.

ed analyses of 199 placebo-controled cinkl i (onatherapy and adknctive
Tty oF i1 diterent LS s had
Sppreatal nke th 1ok odhsted Relste Rk 1 8. SS 12, 2.7 of suce

thinking or behavior compared with patients randori acebo. In these tr
e had 3 medan trestment duratin of 12 weeks, me timaiedncdence of suuda\
behavior or ideation among 27,863 AED-treated patients was 0.43%, comy

0385 mong 16.028 piedbo reated patante 1apeserting af pcrésse of

approximately 1 case of sukical thnking or behiavir forevery 53 e yested,
icides in drug-treated patients in the trials and none in placebo-

Dot bt i of venes & Lo el o iy Conchcio amouh A erect

on suicide.
The ncressed rsk of sulids thoughts or behavior Wi AEDS was observed o sty
er starting treatment wi s and persisted forthe duration ot

restimen scaeesed. Betavas moet ok mchuded e snayet. i ot oxtend peyond
24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not b
assessed.
The rsk ofsuklda houghtsor behavlor was generaly consistent amorng drugs I the
data anayzea, The findng o ncreased rsc wih AEDS of varylng mechanim of acto

o arore 3 vamge af helcatiors Suggests hat the ik apples v o1 AEDS wsed fo any
lcaton. The Tk ot ety cub il by age (5 10 100 yeare 1 tne ccel iak
analyzed

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

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

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

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epllepsy
than in clinical trials for psychiatric or other conditions, but the absolute risk differences
were simiar for the epiepsy and psychiatric indications.

ne considering prescribing lamotrigine o any other AED must balance the risk of
suicidal thoughts or behavior with the risk of untreated ilness. Epilepsy and many other

ihetherthe emergence of these symptoms i any gven patient may b reted t the
finess being tre

atients, their :areg\vers, and famies should be nformed that AEDS ncrease the sk of
suicidal thoughts and behavior and should be advised of the need to be alert fo
emergence of worsening of the sgns and syrmphoms of depresslon, any Unusuel
changes in mood or behavior, the emergence of suicidal thoughts or suicidal behavior,
o thoughts about self-harm. Behaviors of concern should be reported immediately to
healthcare providers,

5.7 Aseptic Meningitis
y wth motrigne ncreases th risk of developing aseptic meningiis. Because of |

Therapy
The poventalor serous uktomes of unircaked TGRS dee & Obher couses, pa
should also be evaluated for other causes of meningitis and treated as appropriate.

Postmarketing cases of aseptic meningitis have been reported in pediatric and aduk
patients taking kamotrigine for various indcations. Symptoms upon presentation have.
incuded headache, fever, nausea, voming, and nuchal iy, Rash, photophoba
myalga, chills, atered consciousness, and somnolence were also noted in some cases.
Symptoms have been reported to occur wthin 1 day to one and 2 all months folowing
e niaion of reatment n most caes, symptom were eported o res
discontiuation of motrigine, Re-exposure resuRed i a r2pl rehur of sympt
{from wetin 30 minutes to 1 day Tobowing s niiain of rtrenty that wars raquently
patients treated with lamotrigine who developed aseptic
enigtl mad anderyig ognoSes o SyStemi s eyhematos o stner
autoimmune diseases.

Corsbrospinat fd CSP) snalyzed o the ins o ckalpresentaion b reportad cases

erae pleocytosks, normal gicose eves, and mid to
e meréose o provein CoF whie biod Lo coune stk ahowed s

Pvedomman(e of neutrophis n a maoky of the cases although a predominance of

ymphocytes was reported in approximately one third of the cases. Some patients also

Yo i onkt of e and ymmptoms of mvoament of her srgane (o edominanty
hepaticand renal nvolvementl, which may suggest that  these cases the sseptc
meningitis observed was part of a hypersensiivty reaction (see Warnings ar

Precautions (5.3)].

5.8 Potential Medication Errors

Medication errors involving lamotrigine have occurred. In particular, the name
lamotrigine can be confused with the names of other commonly used medications.
Medication errors may also occur between the different formulations of lamotrigine. To
reduce the potential of medication errors, write and say lamotrigine clearly. Depictions of
the Lamotrigine tablets, USP can be found in the Medication Guide that accompanies the

amatrighn, a5 welas th corec formuaton o malrgne, esch time they il ther
cripton.

5.9 Concomitant Use with Oral coneruemives

Concentrations of smotrigne sce Cncal thrma(ohgy IS5 osone sdeciments

wil be ary in
(anlra(epmes itk o e fce Desage and Administratin (21)] . Durhg
the weel (pilfree week) of 2

plasma hmomgne v o hperted 1o e msch 25 oubing o e ond of the.
week. Adverse reactions consistent with elevated levels of lamotrigine, such a
asiese, o, an o, coukt occur

5.10 Withdrawal Seizures

s it other AEDS, bmotrighe shou not b abrupty dscontinued. I paints wEh

eplepsy there s 3 possbily of ncreasing sezure requency. I cinical it
ol dordor 3 pante expeenLed seiuresSborty e Sorupt wlhdrawalul

Gimotrigne. Unless Safely concerns redure » more rapid et e dos

Dot e Shoukt e toner<d v parod of s koot s wecks pprovenoay 30%

reduction per week) [see Dosage and Administration ( 2.1)]

5.11 Status Epilepticus
Vel estinate of th ncidence o esmentmergent tatus epleptcus among
olrigine are dificl to obtan because reporters partcpatng in
cnial s 5 o el GentelFoes fo aentiyig coces At & ik
oot had Ep2006s hakcoutl umeduoLal be deserbed o st
oA I aaakion, a urar of et of vasabh defed psadc of sebure
exacerbation (e.g. seizure clisters, seizure flrris) were made.

5.12 Sudden Unexplained Death in Epilepsy (SUDEP)
Durng the premarketng deveipment o matriine, 20 sudden and unexplained destns
ord

led among a cohort of 4,700 patients with epiepsy (5,747 patient-years of
posare)



Someof these coud represent sezure-related deaths n which the seizure was not

observe represents an incidence of 0.0035 deaths per patient-year.
Rineugh o et T Expectea o heay popaton. Patehea or age ond
sex, it i within the range of estimates for the incidence of sudden unexplain

lepsy (SUDEP) npatents nat recevg trighe rangng rom 00005 o e
3 popuaton of patents whcplepy, o 0004 o 3 recenty studes cical il

Population Smiar to that i the lichl deveiopment program for Brmotrigne, t 0.005
for patients with refractory epiepsy). cansequenw unether these fgures are
reassur

Teported Upon wih the canort recewing motrgne and the accuracy of the estmates
provile. Probably most eassuring & the siarty of estinaed SUDEP rtes n patients
ing lamotrigine and those receiving other AEDs, chemicaly unreiats
Gther, that underwent cincltestig n Silar poputons. T evdence Sugges
hough & cartanl does nat rove, that e nan SUDEF rates reflec popubgon rtes,
Pota g efect

5.13 Addition of Lamotrigine to a Multidrug Regimen that Includes Valproate
Because valproate reduces the clearance of lamotrigine, the dosage of lamotrigine in the

presence of valproate i less than half of that required in &s absence (see Dosage.
and Administration ( 2.2, 2.3, 2.4), Drug Interactions ( 7)]

5.14 Binding in the Eye and Other Melanin-Containing Tissues
melanin, it could melanin-rich tissues over
time. This raises the possibiiy that lamotrigine may cause toxicity in these tissues after
extended use. Athough ophthaimological testing was performed in 1 controlied clinical
trial, the testing was inadequate to exclude subtie effects or injury occurring after long-
term exposure. Moreover, the capacty of avaiabetsts to detect potentaly adverse
onsequences, I any, o Amtrgines binding o meanin & unknown (e Cincal
Pharmbcology (12.3).
Accordingly, although there are no speciic recommendations for periodic
ophthalmological montoring, prescribers should be aware of the possibiity of long-term
ophthalmologic effects.

5.15 Laboratory Tests

Ealse-Positive Drug Test Results

Lamotrigine nas been reported to ntertere W the assay used in some rapd e drug
i result in false-postive readings, particularly for phencycidine (PCP).

e Speti il menod ock b sand o o o oSt e

Plasma Concentr: f jne

lue of monkoring plasma concentrations of lamotrigine in patients treated with
Iamamgme has not been established. Because of the possible pharmacokinetic

lamotrigine and other drugs, including AEDs (see Table 13),
Tonkoring of the plastia Evds of Amotrigine and oncomant arugs may be ndicated,
particularly during dosage adjustments. In general, cinical judgment should be exercised
regarding monitoring of plasma levels of lamotrigine and other drugs and whether or not
dosage adjustments are necessary.

6 ADVERSE REACTIONS
The folowing serious adverse reactions are descrbed n more detanthe Warnings and
tionssection of the abeing:
 Sarous Sk Rashes [sce Warmings and precautins (5.1
« Hemophagocytic Lymphohistiocytoss [see Warnings and Precautions ( 5.2)]
'd Organ Falure

« Multorgar
Precautions (5.3)]
Cardiac Rhythm and Conduction Abnormalties [see Warnings and Precautions ( 5.4)]

Warnings and Precautions ( 5.5)]

Suicidal Behavior and Ideation [see Warnings and Precautions ( 5.6)]

[see Warnings and Precautions ( 5.7)]

Status Epiepticus [see Warnings and Precautions ( 5.11)
Sudden Unexplained Death in Epiepsy [see Warnings and Precautions ( 5.12)]

1 Clinical Trial Experience

trias under widely 3
rates observed in the cnical trials of a drug cannot be directly compared with rates in
the clinical trais of another drug and may ot reflect the rates observed i practice.

Eniepsy.

Most Common Adverse Reactions in AllClinical Trials: Adjunctive Therapy in Adults with
st commonly observed (25% for lamotrigine and more common on

serious rash, in patients receiving concom Proste than i patents not receming
aronte oie Warmings ond Precautone (51
Approximiately 1% of the 3378 adu patints who received amotrgine as adctve
yin premarketing inkal rls decontinued treatment bec
1eacnon The S Setare most common sbocbred wit dncontiiaion ware
Lo deiess (3651, and nesdache (3570

In a dose adus, the rate of of diziness,
ataxia, diplopia, blurred vision, nausea, and vomiting was dose related,

Monotherapy in Aduts with Epilepsy-The most commonly observed (25% for lamotrigine
and more common on drug than placebo) adverse reactions seen in association with the
use of lamotrigine during the monotherapy phase of the controled trial in adults not

seen at an equivalent rate in the control group were vomiting, coordination abnormi
dyspepsia, nauses, dizziness, ik, e, nsomni ifection, pai. weght decrease.
chest pan, and

iron o 31 thon ploc ) v Teocions sosockted e (g v of
hmumgme during e converson o monctheropy (abon) perod, ot seen o

ng low- . 3
heada:he, r\ausy, asthenia, coordnaton abormalty, vomkhg, rash, somnolence,
diplopi,stais, accdentlnry,tremr, bured veion, insomnia, nystagus, darrhes,

P, inju
Nimpnadenopainy, prurts, and sinust

Approximately 10% of the 420 adut patients who received lamotrigine as monotherapy

i premarketing clincal trials discontinued treatment because of an adverse reaction,

‘The adverse reactions most commonly associated with discontinuation were rash

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

Adunctie Therapy n Pdtric Patients with Epiepsy The most commory observed

(25% for lamotrigine and more common on drug than piacebo) adverse reactions seen

I es0citin ki tne Jae o ot o8 aimctie restment n pedelre. papents
7S and not seen atan equivalent rte nthe Control group were

infection, vomiting, rash, fev nolenc: injury, dizziness, diar

ol e maeca, e, oo e rance e Symarerme: ands dlopi

In 339 patients aged 2 to 16 years with partiakonset seizures or generalized sezures of

Lennex.Gastaut syndroms, 4.2% o patents on amomigine nd 29% o patrts on

eported adverse

oo hat o coptivoation of Bmovrgie wos sh,
Approximately 11.5% o the 1,061 pedtric patents aged 2 t0 16 years who recelved
motrighne a5 adkinctie therapy n premarketng cinclrils dcontinued restment
Baas of  dverae reaciian T ngversa resctone Moot Comimony sssocolas wih
CEcammaaton were oot .40 reocton soeravare (196, ane oo 0,65
Controled Adjunctve Cnical T n Aduts et Eplepsy Table  kts sdversereactons
that occurred in adul patients with epilepsy treated with lamotrigine in pla
Comiraiad . Shee i, i Brmeiisn or pacaug wae a6ded v the patents
current AED therapy.

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

Percent of Patients Receiving Adunctive Lamotrighne Percent of Patients Receiving Adjnctive Placsbo
(n=711) (n=419)

Body System/Adverse Reaction
Body as a who

adache 29 19
Flu'syndrome 7 6
Fever 6 a
Abdominal pain 5 4
Neck pain 2 1
Reaction aggravated 2 1
(seizure exacerbation)
Digestive
Nausea 19 10
Vomiting 9 4
Diarrhea 6 a
pep: 5 2
Constipation 2 3
rexia 2 1
Musculoskeletal
Arthraigia 2 0
Nervous
Dizziness 38 13
xia 2 6
Somnokence 1 7
Incoordination 6 2
mnia 6 2
mor a 1
Depression 4 3
ety 4 3
Convusion 3 1
Irritabilty 3 2
Speech 3 o
Concaniraton dsturbance 2 1
Respiatory
1 9
Pharyngtis 10 9
Cough ncreased 8 6
Skin and appendages
10 5
Pronus 3 2
Special senses
Diboia 28 7
Blurred 16 5
Veion Somamalty 3 1
Urogenttal
Femal patients only (n=365) (n=207)
Drsm 7 6
H 1
Kmnorehea
» Adverse reactons that occured  at feast 2% ofpatents wested it Jomtrigne and ot & 2grexer incidence than placebo.
©® Patients in th trias 1to3of ntiepieptic dru phenytoin, or primidone in
addtion o bmotrigine or pocebo patents may Grng the it or thus, patients may be

included in more than 1 categor

In s randomized, paratel il comparing pacebo wkh 300 and 500 mgiday of
lamotrigine, so e more common drug-related adverse reactions were dose
reaed (56 Tabe 9,

Table 5. Dose-Raiatad Advarse fasctions from = fardomiead, Piacabo-Controled

dults with Epile
Percent of Patients D(Derlenclnn Adverse Reactions
Adverse [ 300 mg (n = 500 mg (n = 72)
Ataxia 10 10 2
Blurred vision 10 1 2
DI 8 22 agan
Dizziness 27 31 5400
Nause 1 18 252
1 182

a
asignificantly greater than placebo group (P<0.05)
bSignificantly greater than group receiving lamotrigine 300 mg (P<0.05)

v between females and

mals and was ndependent of age Because the arges £ non Coucasian rackl subgroup

was only 6% of patients exposs motrigine in placebo-controlied triak, there are.

ook g Support s statement aareing the detrbuton of sivrse reacton

epors by race, Generay, femals recevng skher motrighe 5 thinctive therapy or

placebo were more ke toreport adverse reactions then raks; The anly adver

reaction for which the reports on lamotrigine were >10% more frequent in 'ema\es than

s twiout & conespondrg diTarenth by Gender on pacens) wis 5o

Hterence = 16.5%) There was Rt ference between femaies and maks e rates
of lamotrigine for

Controled Monatherapy Tris n Aduts with artal Onset Sefzures Tale 10 ts adverse

reactions tha occurred n patients Wk eplepsy rested wkh monotherapy

lamotrigine in a double-bind trial folowing discontinuation of ether

Corbarascame o1 Pheyon not seen atan scvelont reauenty it the conroloup.

Table 10. Adverse Reactions in a Controlled Monotherapy Trial in Adult Patients with Partial-Onset Seizures

Percent of Patients Receiving Low-



percent of Patients Receiing Lamotrigine Dose Valproate
n

Body System/Adverse Reaction s Monotherapy (n 4 Monotherapy
Body as a whol

Pain 5 0
Infection 5 2
Chest pain 5 2
Digestive

Voming 9 0
Dyspepsia 7 2
Nausea 7 2
Metabolc and nutrtona |

Weight decrease B 2
Nervous

Coordination abnormaity 0
Dizziness 0
Anxiety 0
Insomnia 2
Respratory

Rhintis 2
Urogenital (female patients only) =29

Dysmenorrhea 5
verse reactons that occurred i a east 5% of paints treated wth lamotrigne and ot a greater Incence than
Mostetarbcrmepohi
atients in this to lamotrigine or from adjunctive therapy with carbamazepine
or phenytoin. Patients may have reported mutiple adverse reactions during the triak thus, patients may be included in more
than 1 category.
<Up to 500 mg/day.
41,000 mg/day.

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

Body as a Whole:Asthenia, fever.
Digestive:Anorexia, dry mouth, rectal hemorrhage, peptic ulcer.
Metabolic and NutritionatPeripheral edema.

Nervous systemAmnesis, ataxi depression, hypesthesia ido ncrease, decreased
reflexes, increased reflexes, nystagmus, irritabilty, suicidal ideai

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

Incidence in Controlled Adjunctive Trials in Pediatric Patients with Epiepsy-Table 11 lsts
adverse reactions that occurred in 339 pedatric patients with partiak-onset seizures or
received to1s

ma/kg/day or a maximum of 750 mafday.

Table 11. Adverse Reactions in Pooled, Placebo-Controlled Adjunctive Trials in Pediatric Patients with Epilepsy =
Percent of Patients Receiving Lamotrigine Percent of Patients Receiving Placebo

Body System/Adverse Reaction (n=168) (n=171)

Body as a who

Infection 20 17
ever 15 14
Accidental injury 1 12
b 10 5
Asthenia 8 a
Flu syndrome 7 6
Pain 5 a
Facial eder 2 1
Photosensitivty 2 o

Cardiovascular
temorrhage 2 1

Digestive
Vor 20 16
Diarrhea 1 9

ea 10 2

Constipation 4 2

pepsi 2 1

Hemic and iy
Lymphadenopa 2 1

Metabolc and nutritional
Edema 2 o

Nervous system
Somnolence 17 15
izziness 1 a
Ataxia 1 3
Tremor 10 1
Emotional abilty a 2
Gait abnormaity 4 2
Thinking abnormley 3 2
Convul 2 1
Nervounnecs 2 1
Vertigo 2 1

Respiratory
Pharyngtis 14 1
Bronchits 7 H
Increased cough 7 6
inusits 2 1
Bronchospasm 2 1

Skin

h 1 12

Eczema 1
Pruritus 2 1

Special senses
plopia 5 1
Blurr a 1
Visual annurmamy 2 o

Urogen

Vot ot female patnts

Grinary tract nfec 3
Aersa ractons ha occurred i atlgst 2% of patints teated wih amotrigine and at a reater Incdence than placebo.

Binolar Disorder in Adults.
The most common adverse reactions seen in association with the use of lamotrigine as
monotherapy (100 o 400 maiday) i sk patents (aged 18 0 82 yeas) wkh bpolar
the 2 double-blind piacebo-controlled trias of 18 months’ durats

nchudes i Tavle 13- Acvroe Hactons that bccurfed i at Gatk 5% o patlnts and were
numericaly more frequent during the dose-escalation phase of lmotrigine n these trials
(when patients may have been receiving concomitant medications) compared with the
monotherapy phase were: headache (25%), rash (11%), dizziness (10%), diarrhea (8%),
dream abnormalty (6%), and prumus (6%)

uring
ot dtaton, T30 o 237 poten whe e Brmovigne (100 t 400 mgiday)
L% of 190 patlents ho recsied placebo, ad 23% of 166 patknts who rece

that

manwhyvoman\a/m\xm mobd sdvered reactins (2%) ADDYox\mateN 16% of 2,401
patients who received motrigine (50 to 500 mg/day) for bipolar

Premarceun ok dacanina therpy because o 1 suorse taacton,

commonly due to rash (5%) and manlalhypom alieed Moo adverse rescions (2%

between females and
T et gen; and Horelety Ratents nd amond 1oca Sraupe.

Table 12. Adverse Reactions in 2 Placebo-Controlled Trials in Adult Patients with Bipolar I Disorder o
Percent of Patients Receiving Lamotrigine Percent of Patients Receiving Placebo
(n=227) (n=190)

Body System/Adverse Reaction
ral

Back pain 8 6

atigue 8 5
Abdominal pain 6 3
Digestive

Nausea 14 1
Constipation 5 2
Vomitin 5 2
Nervous System

Insomnia 10 6
Somnolence 9 7
Xerostoma (dry mouth) 6 a
Respiratory

Rhinitis 7 4
Exacerbation of cough 5 3
Pharyngtis 5 a
skin

Rash (nonserious) © 7 s

2Aderse reactions that occuTe i atleast 5% of patiens treated wih Bmtrgine and
a greater ncidence than placel
"Paneﬂ(s I these tras were mnve«ea o lamotrigne 100 to 400 mg/day) o lacebo

monotherapy from add-on therapy with other psychotropic medications. Patients may
have reported mutiple averse escuons i th iy s . ey e mcodid
in more than 1 category.

€l the overal bpolar and other mood diorders cinicaltrias,the rate of serous rash
was 0.08% (1 of 1,233) of aduk patients who received motrigine as nfial monotherapy
and 0.13% (2 of 1,538) of adul patients who received lamotrigine as adjunctive therapy
Isee Warnings and Precautions ( 5.1)].
Other reactions 5% o waly in
et groub mckdes sosinees, mams, readache, Hioeon, noenve, Soi
accidental iry, diarthea, and dyspepsi.
Adverse reatons tha occurred wkh a frequency of < 5% and > 1% o patnts
g lamotrigine and numericaly more frequent than placebo were:

General: Fever, neck pain
Cardiovascular: Mgraine.
Digestive:Flatulence
Metabolc and Nutritonal: Weight gain, edema.
Musculoskeletat: Arthralga, myalgia.

Amnesia, depression, agtation, emotional labity, dyspraxia, abnormal
ot reom Sonormaity. mypocetheds
Respiratory: Sinusics. Urogenial: Urinary frequency.

lowing Abrupt Discontinuation: I the 2 controled clinical triaks,

there was o Nrease I the coence: severty, of ype of adverse reactions n padents
with bipolar disorder after abruptly terminating therapy with amotrigine. In the clnical
development program in adults with bipolar disorder, 2 patients experienced seizures
shortly after abrupt wihdrawalof lamotrigie (see Warnings and Precautions ( 5.10).

Episodes: D
trials in bipolar | disorder in which adults were converted to monotherapy with
lamotrigine (100 o 400 mg/day) ram other psychotrapic mediatons and foowed for
upta 18 morths,therates of mani:or hypaman: or mixed mood epsodes reported a5
aduerse reactons were 57 orpatents et wih amotrigne e
o o 2 166) and 5 for patients est wih placeb (n =

$50 m Kl ot oo ik combinec, sveroe reachons of mants tincudng

hypomania and mixed mood episodes) were reported in 5% of patients treated wi
Ghotrgine (n = 856). 3% f paintstreted ih Rhum (» = 2601, and 4% of setants
treated with placebo (n = 803).

6.2 Other Adverse Adverse Reactions Observed in All Clinical Trials

Lamotrigine has been administered to 6,694 individuals for whom complete adverse

reaction data was captured during i cnica i, ol some of ich tere placebo

controlled. During these triais, all adverse reaction's were recorded by the

et ahg 1ty OF thek oW cheoSing. 1o provkis a eprngtar stimate

ofthe proportian of diiuak havi adverse reactions, simiar types o adverse

eactions were grouped nto a smalier andardized categories using modified

COSTART ity raioogy, The feauencis restntéd preoan e proporion of

the 6,694 individuals exposed to lamotrigine who experienced ar

on at least 1 occasion while receiing lamotrigine. All reported adverse reactions are

included except those already listed in the previous tables or elsewhere in the labeing,

those too general to be informative, and those not reasonably associated with the use

of the drug,

Adverse reactions are further classified within body system categories and enumerated
order of decreasing frequency using the folowing defintions: frequentadverse

reactions are defined as those occurring in at least 1/100 patients; infrequentadverse

reactions are those occurring in 1/100 to 171,000 patients; rareadverse reactions are

those occurring in fewer than 1/1,000 patients.

Body as 2 Whole

Infrequent:Allergic reaction, chils, malaise.

Cardiovascular System

. hot flashes, hyperts palpiations,
syncope, tachycardia, vasodiation



‘Dermatological

Inirequentacne,sbpec, hrsutem, mocuopapuar e, ki decobraton, rcar
oster,

leukoder 3 “pustular rash,
Smdrome, veskulabulous rash,

IntrequentDysphagla, eructation, gastrks, ginghts, ncreased appette, ncreased
vation, fver functio ‘abnormal, mouth ulceration.

hemorrhage, gloss jum hyperplasia,
hematemess, hermoragk coks. Repett, men, tomach utr, stomatie. ongue

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

RarerAnemia, eosiopha rindecresse, fbrnogen decrease, Fon defiency anem,
leukocytosis, lymphocytosis, macrocytic anemia, petechia, thrombocytopeni
Metabolc and Nutritional Disorders
Infrequent:Aspartate transaminase increased.

Pl increase, alanine

bilrubinemi, . gamma
Musculoskeletal System
Infrequent: Arthriis, leg cramps, myasthenia, twitching.

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

Frequent:Confusion, paresthesia,
Infrequent:Akathisia, apathy, aphasia, central nervous system def

depersonaization, aysa this, dyskinesa, cuphora, halucatons, Nostiy, hyperkinesia,
hypertonia, Ibido decreased, memory decrease, mind racing,

myoclonus, panic attack, paranmd Tl on pessomaty Sberdes poyehose. eep
disorder, stupor, suicidal ideator

Rare:Choreoathetosis, delirium, de\usnns, dysphoria, dystonia, extrapyramidal
syndrome, faintness, grand mal convulsions, hemiplegia, hyperaigesia, hyperesthesia,
hypokinesia, hypotoriia, manic depression reaction, muscle spasm, neuralgia, neurosis,
paralysss, peripheral neurits.

Respiratory System

Infrequent:Yawn.

Rare:Hiccup, hyperventiation.

Frequent:Amblyopia.

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

RareiDeafness.lacrimaton diorder, oschopsi, parosmi, ptosis,strabsmus, taste
loss, uvelts, visual field defect

Infrequent:Abnormal epculain, hematuria, mpatence, menorhag, pour urnary
incontinen

Rare:cute k\dney fallre, anorgasmia, breast abscess, breast neoplasm, creatinine
Pcrease, yst, dyure, epadymics, femok actaton, Kney akire: Kiney pan.
Rocturia, urinary retention, urinary urgen

6.3 Postmarketing Experience

e folowing adverse reactons have been dentfed during postapprovaluse of
lamotrigne, Because these reactons are reported vokintary rom a popution

Ecerton Sites £ ok Sweye povubl t bl eStmate hek fraqUoncy of xtablsh a
Causalrelaionship 1 0109 exposure
mm_m_\.mm
emolytic anemia ed with
oSy dsorder
Gastrointestinal
Esophagts.
‘Hepatobilary Tract and Pancreas.
Pancreatits
Immunologic
Lupus-lie reaction, vascultis.
Lower Respiratory
Apnea

Musculoskeletal
Rhabdomyolysis has been observed in patients experiencing hypersensitivty reactions.
Nervous System

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

Non-site Specific

Progressive immunosuppression.

Renal and Urinary Disorders

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

7 DRUG INTERACTIONS
Significant drug interactions with lamotrigine are summarized i this section.
Uriine 5"-dphospho-glucurony! ransterases (UGT) have been dentfied 3 the
ymes responsible for metabolsm of lamotrigine. Drugs that induce or i

Shcuromiaon maw tereore, et e apparon et of motrane. Song o

moderate inducers of the cytochrome P450 3A4 (CYP3A4) enzyme, which are also
known to induce UGT, may also enhance the metabolism of lamotrigine.
Those drugs that have been demonstrated to have a clincally significant impact on
lamatrigne metabolsm are outined i Tabe 13, Specic dosng gudancefor these drugs
& provded it «

)

Additional detais of these drug interaction studies are provided in the Cinical
Pharmacology section [see Ciinical Pharmacokogy ( 12.3)]

Concomitant Drug Effect on Concentration of Lamotrigine or Concomitant Drug
Estrogen- 4 lamotrigine
oL

containing 30 mcg
150 meg levonorgestrel

7 carbamazepine epoxiie

Carbamazepine and carbamazepine epoxide 4 amotrigine
Lopinavirfritonavic 1 lamotrigine
Atazanavirritonavir $ amatrigne
Phenobarbitaljprimidone. 1 lamotrigine
Phenytoi 1 lamotrigine
Ritampin 1 lamotrigine
Valproate 1 lamotrigine
2 valproate

reased (induces lamotrigine glucuronidation).
1 ncreased {nhisks amoline ghcurordaton)
7= Canlicting

Effect of | amotrigine on Organic Cationic Transporter 2 Substrates.

Lamotrigine is an inhibitor of renal tubular secretion via organic cationic transporter 2
(OCT2) proteins (see Ciinical Pharmacology ( 12.3)] . This may resukt in increased plasma
levels of certain drugs that are substantially excreted via this route. Coadministration of
lamotrigine with OCT2 substrates with a narrow therapeutic index (e.g., dofetiide) s not
recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Regstry.
There s a pregnancy registry that monitorsd pregnancy outcomes in women exposed
to AEDs, including lamotrigine, during pregnancy. Encourage women who are taking
lamotrigine during pregnancy to enrol in the North American Antiepieptic Drug (NAAED)
Pregnancy Registry by caling 1-886.233-2334 or visking

ttp:/iwww aedpregnancyregistry.org.

Dat
v of pregnant wammen hove s Gesecetd an reseed mutney of mes
congental aformations or 3 consistenk pattern of mabormations amang ome
xposed to motrging compared wih the general populatn (ses Datal e mapriy of
motrgne pregrnancy exposure data are from women wh eplepsy. in anmlstudes,
administration of lamatrigine during pregnancy resulted i development ity
Tnereasad moralty, decased bory waght. heraseed S vctara vartos,
neurobehavioral abormaities) at doses lower than those administered ciinicaly.
Lamotrigine decreased fetal folate concentrations in rats, an effect known to be
aSsocited wih adverse pregnancy ouicomes i anmal and humans (see Data),

The estmated background rk of mafr bt defects and miscarriage or the ndicated

population is unknown. In the U.S. general population, the estimated background risk of
mapr it defects and miscarriage T cinca recoanizea prenancies & 2% 10 4% and
0 20%, respectivel.

Clinical Considerations

AS wkh other AEDS, physiologkalchanges durng preghancy may affect pmotrighe
ris of d

lamotrighne concentrations durng Srconancy and resoraton ot e pegna

concentratons after debery. Dose adjstments may be necessary to "ravtan cinca

respons

Data

Human Data: Data from several international pregnancy registries have not shown an

increased risk for mafformations overall The International Lamotrigine Pregnancy

Registry reported major congental mafformations i 2.2% (95% CI: 1.6%, 3.1%) of

1,558 infants exposed to lamotrigine monotherapy in the first trimester of pregnancy.

e NAY

of 1,562 infants exposed to lamotrigine monotherapy in the first trimester.

rge nternationsl pregnancy regtry focused outside of North Amerca Tepories melor
defects in %, 3.7%) of 2,514 exposures to lamotrigin

ohatnerony i ihe 12t e Toé oty of maer condena maarmatons

was simiar to estimates from the general population.

The NAAED Pregnancy Regtry observed an ncreased risk o slted ral cefts: among
2.200 nfants exposed to lamotrigine early i pregnancy; the risk of oralcfts was 3
per 1,0¢ B 3700 mereasen Ak verdut areposed heatiy contas
s fining| o not bae abscrved n Ohher g6 Pternatonel pgnancy regerie

 a case-control study based on 21 congental anomaly registries covering
over 10 milen biths i Eurone reported an adlusted odds rat fof sated ora CRIts

with lamotrigine exposure of 1.45 (95% CI: 0.8, 2.63).
Severol meta-onalyses Nave ot reported on ncreoserk o ol congentol
ekt o aease

ateneicontron. o poternsof spe:m: malformation types were observed.

incudng fetal death, Sibrth, preterm St o o ataionl a6, on
tai ey, A ere are no data suggesting an increased risk of
these otcomes wih brmatigne monothers0y Exposure. Sira et n borcome
o, sscertainmen metfods, and comparator roups ik the conckskns thak
can be dram

il Data When amotrign was scmistered o pregnant mice, ats, or raobis
during the period of organogenes’s (oral doses of up to 125, 25, and 30
respectivel) reduced et body Welght and ncreased nciences of fetal e
varations were seen in mice and rats at doses that were also maternaly toxic. The no-
ifect doses for embryofetal eveloprmental xRy e, ras, and rabbks (75, 6.35,
and 30 mo/kg, respectively)are simir to (mice and rabbit) or ks than (rats) the
human dose of 400 mg/day on a body surface area (mg/m2) b

n astudy in which
35 o) Guring he o oforgamogeness and ofoping et evoloted posinsan.
neurobehavioral abnormaities were observed n exposed offspring at both doses. The
lowest effect dose for developmental neurotoxicity i rats is less than the human dose
of 400 ma/day on a mgjm 2basis. Meternal toxicty was observed at the higher dose
tested

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

Decreased lamotrigine concentrations approximately 50%

Decrease in levonorgestrel component by 19%.

Additon of 40%
May increase carbamazepine epoxide levels.

Decreased lamotrigine concentration approximately 50%.

Decreased lamotrigine AUC approximately 32%.

Decreased lamotrigine concentration approximately 40%.

Decreased lamotrigine concentration approximately 40%.

Decreased lamotrigine AUC approximately 40%.

Increased lamotrigine concentrations skightly more than 2-fold.
There Study resuts regard 1) a mean 25% d in

. 2) no change in

n controlied clinical trials in patients with epilepsy.



ren regnant ot were administered bmatrgine (ol doses of 0. 10, o 20 molks)

Gl e e oar o Gontao ihroughout actatin, ncreased offsr

ortaky (nckiding stllobihey was seen at ol doses. The lowest efect dose for pre- and

postnatal deveopmentaltoxichy n rats & s har e human dose of 200 ey o
mg/m toxicity was observed at the 2 highest doses teste

hen adr o pregnant rats,
ot doses greater T saultos mg/kg/day, which i kess than the human dose of
100 mgfday on a mgjm Zba

8.2 Lactation

Risk Summary.
Lamotrigine & present i mik for actating women taking amotrigne tabes (sse Dta

Neonates and young infants are at risk for high serum levels because maternal serum
] lovas can e to high level postpartum f amotrigine dosage has b
uring pregnancy but is not reduced after delvery to the pre-pregnancy

Gosage. Gucuronato s Yequired for arug ckarance, Guouroniaton Capacty &
immature in the infant and this may also contribute to the level of lamotrigine exposure.
Events nclucing rash, spre, drowsness, poor sucking and poor welght gai (requing
Rospeatzaton nsome cses) avebeen epored i nfnts wno e been man ik
fed by mothers using lamotrigine; whether o not these events were caused

morghe & amkmoars N ot o mvaiane oy the iecte b the g on ok
production

d health benefits of 9 with
e Mothers cinicalnesd forfamotriie and any potental adverse effects an e
breastfed infant from lamotrigine or from the underlying maternal conditio

Clinical Considerations
Human mik-fed infants should be closely moniored for adverse events resulting from
lamotrigine. Measurement of infant serum levels should be performed to rule out toxicity
if concerns arise. Human milk-feeding should be discontinued in infants with lamotrigine
toxicity.

Data
Data from mutiple small studies indicate that lamotrigine plasma leves in nursing infants
have been reported to be s high as 50% of maternal plasma concentrations.

8.4 Pediatric Use

Eniepsy.

Lamotrigine is indicated as adjunctive therapy in patients aged 2 years and older for
Seizures of L¢ and PGTC

seizures.

Safety and efficacy of lamotrigine used as adjunctive treatment for partiakonset seizures

were not demonstrated in a smal, randomized, double-blind, placebo-controlled

Wihdrawal al nvery young pedotrc paients (a9ed 1 to 24 monthe) Lamotrigie was

n increased risk for infectious adverse reactions (Lamotrigine

Placebo 5%). and respirtory aderse reactins (Lamotrigne 26%, Plcebo g

Infectious adverse reactions included bronchiolti, bronchits, ear infect

nfection, otitis externa, pharyngltis, urinary tract infection, and viral mYe(tnn

Respiratory adverse reactions included nasal congestion, cough, ant

Binolar Disorder

Safety and efficacy of lamotrigine for the maintenance treatment of bipolar disorder

erenot establshed i 3 doubl-bin randormized whdrawsl, piacebo-contoled tl

that evaluated 301 peditric patients aged 1

manichypomanic depressed, o mixed oot apione s defined by DAV, nthe

randomized phase of the trial, adverse reactions that occurred in at least 5% of patients.

taxng Iamalvqme m 57) and were twice a5 common compared with patents taxng
cebo (n placebo

motreine 8%, it 359, vominG (amorr ke 66 Pocabe 5. coreact demmatts

(amotrine 5%, piacebo 2%), upper sbaminal pai amotrsine 5%, pacebo 1%), and

suicidal ideation (lamotrigine 5%, placebo 0%).

luvenie Animal Data
In ajuventle sl tucy i wrich malriine foraldoses of 5, 15, or 30 malkg) was
slmistered 9 young rats (postnatal daye 7 to 62), decressed vy and growth

locomotaractiy, creased reactivy. and learming deficts i animaks ested 35 ammsb
no-effect dose for

peurobenaviorsl development s ess o She i dose of 400 mesen o maim

ba

8.5 Geriatric Use

Cinal il ofmolrige for eplepsy and ol deorder dd ot ncude suffcient
numbers of patien ars and older to determine whether

Cerenty 1o youngar paents o exhist a cHfesent sately profie thep thes
Youngerpatent I geera dose sekcton for an ey patent should be coutous
usualystartin o th ow end o the dosing range efecting the greate req
etrenad hasan reno o cordn fonclon and o concorstans Gacace or S 4
therapy.

8.6 Hepatic Impairment

Experience in patients with hepatic impairment s limited. Based on a cinical
o matoiay oty 24 ek wEn i, moteroe, d severs het opairment
[see Cinical Pharmacology ( 12.3)] . the following general recommendations can be
made. No dosage adjustment s needed i patients with mid lver impairment. Inital,
escabton, and maintenance doses shoukl generaly be reduced by approdimately 5%
in patients with moderate and severe ver impairment without ascites

Pecants Wit severe et Fnpa et i sk, Encation and moptenince doses
may be adjusted according to ciinical respanse (see Dosage and Administration ( 2.1)].

8.7 Renal Impairment
Lamatrigine is metabolzed mainly by glucuronic acid conjugation, with the majorty of the
metaboltes beng recovered i the urine. In  sma study corparng 3 sigl dose of
lamotrigine in subjects with varying degrees of renal impairment wi  volunteers,
e ot haf o By et Sppresay et o ond i the SUbecs weh
chronic renal faitre [see Ciinical Pharmacology ( 12.3))

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

10 OVERDOSAGE

10.1 Human Overdose Experience

Overdoses Invovng quantiies up to 15 g have been reported for amotrgine, some of
which have beer verdose has resulted i ataxia, nystagmus, seizures (including
o cioc ciuresy. anereaces vel of comciuontes Lo st o vt
conduction delay.

10.2 Management of Overdose

o specific antidotes for lamotrigine. Folowing a sus
nosptalzaten of he patnt s adsed. cenralsupgorive cave < oo mcmmng
frequent monitoring of vitalsigns and close observation of jent. If ind
emess shou be feuced: usual recautons should be ke 1 provectnearway. I
should be kept in mind th reksse smotrigne & rapidy sbsorbed [see
(T3] 1s uncertan ective means
ofremoveg motrgine fiam e blod. I  renalfalure atents abou( oot
amount of lamotrigine in the body was removed by hemodalysis during a 4-hour
Zonsion X Foan tovtrolConter sl e contac To nforimaton o the
management of overdosage of lamotrigine.

11 DESCRIPTION
Lamotrigine, USP an AED of the phenykriazine class, is chemicaly unrelated to existing
AEDs. Lamotrigine's chemical name s 3,5-diamino-6-(2,3-dichiorophenyl)- as-triazine, its
molecuiar formula is C oH 7N sCl 2, and its molecular weight s 256.09. Lamotrigine, USP
s a white to pale cream-colored powder and has a pK 0f 5.7. Lamotrigine, USP s very.
slightly soluble in water (0.17 mg/mL at 25°C) and slightly soluble in 0.1 M HCI (4.1

°C). The structural formula is:

cr M
DO

L . USP are suppled for 5-mg (white to off
TRl SO0 (it o of whee) b b ol contans e pced amountof
lamotrigine, USP and the following inactive ingredients: lactose monohydrate;

magnesium stearate; microcrystaline celuose; povidone; and sodium starch glycolate.
Meets USP Dissolution Test 3

NH,

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

by which s
unknown, Inanimal mocik desgnedto dtect antconvsant acthity. brotrigne was

eyl (SeHa) s, Ao ventod sepures e vl Sectricaly
evoked ate-discharge (EEAD) tests for repleptc acthty. Lomorraine aso dsplayed
Eory properties b the kinding modeln ats both during kidling dovelopmen and n
Ty Ko sone The e of these oot 1 Purman abicpey. nowever, & nat
known,
One proposed mechanism of action of lamotrigine, the relevance of which remains to be
stabihedn umons, mvoes on effct on sdum charnek I Vo pharmacologicl

stshmzmg O ronaimamorooes and conecoonty modulating presynaptic ancmiter
release of excitatory amino acids (€.g., glutamate and aspar

Effect of L Activty

L not inhibit in rat
cortkal sices or NMDA-nduced cyck: GP formaton i mmaturera cerebehur, nor dd

o e recepior ol (CHOX. COB. TOHE The 1C sor Gt e GFects on
MDA nduced cutent (n the presence of 3 ofsycn) i cutured hgpocempl
neurons excee

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

12.2 Pharmacodynamics

Ealate Metaholism
In vtro, amotrgine hibked diyarafolate reductase, the enzyme tha catoyzes the
reduction of iycrofobte o terahycrofote, Inhbion of ths enzyme

A She bpsyNnGsh of ks e and polGne. e 01l o do5 s of ot

were Given o pregrant rats durg organagenesi, fett, piacemtal and makema\ Toe
concentatons were reduced. Sanfcantlyreduced concentratons offote
with teratogenesis [see Use in
Concatrations were e eaces i e 1as v repessed ordl o3 of Bmotrighe,
educed concentrations were partily returned o normal when supplemented wih
folic acd
Cardiac Electraphysiolagy
Effect of Lamotrne: 1 iro studies show that amotrigne exhis Class 18
inhioits human
cardia sodum channel wih rapd onset and offet Knets and strang vorage
dependence, Class
meirigne did ot sou ey onaucton (i ORS) i nesthy ndoa
thoroug . patints wih cicall mportant structural o funcional
Rears s (. s whh Fear e, avoRt hear dacass, Congentai et
dease, conducton system dsease, venriculr arthythmias, cardac channebpathies

lexg: Brugada syrdromel hicaly mportant schemic heart dsessc o mutle ek
factors for coronary artery diease). amatrighe cou Uk slow ventricuar conduction
(i ORS) ané e proarirythiia, whe h can eod 6 Sudcion doath Hlovated heart

Tates couel 250 Increase th rsk of ventrcur conduction skowing whh Bmotrigne.

Effct of Lamotriine Metabolte: I dogs, motrighe s extensivey metabolzed to a -
prolongation of the
el widenig of the RS compl. ani 2t hgher doses. complets AV conducton
Hlock.The n vtro slectraphysibgicalsfects o tis metabolte have ot been studie
imiar

Secavscomy
have been found in human \mne{seeC»nra/Pharmacﬂhyy(lZz)] However, tis
be increased in patients

i a reduced Copacty b Ghicuroniats OHTgRNe (6., i pationts wih er J5€ase,
patients taking concomtant medications that inhit ghicuronidation).
Accumuition n Kidneys

ourgine sccumubted i the Kiney of e male ot cous chroni progrssie
Rephosk. necroqi, and minesaloatin. Thecs Tndings re atyburen 1 0.3
microglobin, @ species- and sex-specfic protein that has not been detected n humans
or other animal species




Melanin Binding

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

12.3 Pharmacokinetics

The pharmacokinetics of lamotrigine have been studied in subjects with eplepsy, healthy
young and elderly volunteers, and volunteers with chronic renal faiure. Lamotrigine

pharmacokinetic parameters for adult and pediatric subjects and heatthy normal
volunteers are summarized in Tables 14 and 16.

Table 14. Mean Pharmacokinetic Parameters “in Healthy Volunteers and Adult Subjects with Epilepsy
T maxt 1
Adult Study Population Number of Subjects Time of Maximum Plasma Concentration (h) Elimination Half-life (h) CL/F: Apparent Plasma Clearance (mL/min/kg)

Healthy volunteers taking no other medicatior
Single-dose Lamotrigine

179 22 328 044
Mutiple-dose Lamotrigine (02510 12.0) (14.010103.0) (0.12101.10)
36 X .
(0510 4.0) (11610 61.6) (0240 1.15)
Healthy volunteers taking valproate:
Single-dose Lamotrigine 18 w3 030
Mukiple-dose Lamotrigine 6 0%040) G1510886) ©1410042)
18 ©5t035) (41910 1135) 012t00.33)
Subjects with epilepsy taking valproate only:
Single-dose Lamotrigine.
a 48 s8.8 028
18108.4) (305 t0 88.8) (0.16 0 0.40)
Sublects with epilepsy taking carbamazepine, phenytoin, phenobarbital, or primidone
bplus valpro:
Single-dose Lamotrigine 2 38 I 053
(10%0100) (112t0516) (027 t0 1.04)
Sublects with enlepsy taking carbamazspine, phanyton, phenobarbkal,or primido
Single-dose Lamotrig
2 23 144 110
Wikbie-dose oot e (05105.0) (6.41030.4) (051102.22)
17 20 126 121
(0.75105.93) (7510231) (0,66 10 1.82)

The majority of parameter means determined in each study had coefficients of variation
between 20% and 40% for hal-feand LI and between 30% and 70% for Tmax. The
overall mean values
based on the number of vokinteers/subjecs n each study. The numbers n parentheses
below each parameter mean represent theange o Icikdua vounteersubjct vlies

"Camamazemne‘ Phenytoin. phenobarba, and primidone have been shown to ncrease

lamotrigi and
ey Broga:Sech s oo ang potease Wb tors BpBavEtanous s
at induce have also been shown to
th Interactions ( 7)1

Absorption
Lamotrigine is rapidly and completely absorbed after oral administration with negigible
first-pass metabolsm (absolute bioavalabilty s 98%). The bioavalabilty is not affected
by food. Peak plasma concentrations occur anywhere from 1.4 to 4.8 hours folowing
drug administration.
'Dose Proportionalty
In heatty vokrteer o ecehing ny oter medcatons ond gen sl doscs. the
plasma concentrations of lamotrigine increased in direct proportion to the.
adminstere overthe range of S0 to 400 mg. In 2 ot o tn 7 ona 3 of
et wih splesy who were maitained on other AEDs, there aso was s near
and motrigine at steady state

i doses o 30 10 550 me ke

Distribution
Estimates of the mean apparent volume of distribution (VA/F) of lamotrigine following
oral adminSiraton ranged f1om 0. t 1.3 Lkg. VOF  ndependent o Gose and s
similr folowing single and multple doses in both patients with eplepsy and n healthy
volunteers.

Protein Binding
Data from in vitrostudies indicate that lamotrigine is approximately 55% bound to human

s the trough plasma concentration observed in the controlied eff
trisk) Because motrigne s not highy bound to plasma rotens, cicaly sgnficant
interactions with other drugs through competition for protein binding sites are unikely.
The binding of lamotrigine to plasma proteins did not change in the presence of
therapeutic of phenytoin, or valproate. Lar

AEDs phenytoin,

sites.

Metabolsm

Lamotrigine is metabolzed predominantly by glicuronic acid conjugation; the major

metabolite s an inactive 2-N-glucuronide conjugate. After oral adminstration of 240 mg

of 14C-lamotrigine (15 uCi) to 6 healthy volunteers, 94% was recovered in the urine and
was recovered in the feces. The radioactivity i the urine consisted of unchanged

lamotriine (107, the 2N ghiuronie (6%, 3 5.\- Shcuronide 10%) 2 2-metyl

metabolte (0.14%), and other unidentiied minor metaboltes

“The effects of the induction of specific familes of mixed oxidase.
s0zymes have not been systematically evaluated.

Folowing mutiple adminsratons (150 mg twice day) to normal volunteers akig no
ather medication, ot nduced 1 own metabals resuking n

T rand 8 375 resce b CLI at steady S compared i vaoes obraned nthe
o vokinteers 16kowig » Sigle dose. ilence gaered from other sources
Suggests that sef-induction by lamotrigine may not occur when lamotrigine i given as

adncte therapy npatentsrecevng enzyme-nducing oruge Such as carvamazephe,
enytoh, phenobartal pritidans,or other orugs such o ampin snd the protease

ibito
Guromiion et Brog Tesractons (7]
Eimination

‘The eimination half-Ife and apparent clearance of lamotrigine folowing oral

of lamotrigine to with epiepsy an i
summarized in Table 14. Half-Ife and apparent oral clearance vary depending on
concomitant AEDs

Drug Interactions

The apparent clearance of lamotrigine s afected by the coadministration of certain
medications (see Warnings and Precautions ( 5.9, 5.13), Drug Interactions ( 7)1

The net effects of drug interactions with lamatrigine are summarized in Tables 13 and
15, folowed by detais of the drug interaction studies below.

Table 15. Summary of Drug Interactions with Lamotrigine

Drug ion with Adjunctive Drugs

Drug 2

(eg. wd .
Aripiprazole Not assessed we
Atazanavirritonavir ol i
Bupropion Not assessed s
Carbamazey - '
Corbamasepne epoxide 3 2
Febamate Not assessed -
Gabapentin Not assessed -
Lacosamide Not assessed -
Levetiracetam - -
Lithium - Not assessed
Lopinavirfritonavic P 1
Olanzapine - we
Oxcarbazepine o "
10 Honanydrosy excorbazepie metabote n o
Perampan Not assessed -
Pnenubarhnaanmldcne o '
Phenytoin - 1
Pregabain P -
ifampin Not assessed .
Risperidone - Not assessed
9-Hydroxyrisperidone o
Topiramate P -
Vaiproate . T
Valproate + phenytoin and/or Not assessed -
carbamazepine
Zonisamide Not assessed -
Sromachncthe clcal i and olnteer i
Bhet effec wolunts
preparations or amotrgine in cinica rials,

dModest decrease in evonorgest
Sione secrense, ot cvpacicd o o cincaly mearingil
fCompared with historical controk.

"ot administered; but an active metabolte of oxcarbazepine
Not adminstered, but an active metabolte of sperid

Isight increase, not expected to be clinicaly meaningful

= No signifcant effect.

onficting data.
Eﬁmﬁn&oﬂaﬂm_&r_a@m_mmms
meg
Eiimplctracl and 158 mé vonorgeste ncreased e apparent L earmesof
lamotrigine (300 ma/day) by approximately 2-fold with mean decreases in AUC of 52%
nd in C a,0f 39%. In this study, trough serum Iamnmgnemn:enkratnns racualy
increased and were approximately 2-foid higher on average at the end of the week of

the inactive hormone preparation mmwea e augh Seotrin concentatons at

the end of the active hormone cycle.

Gradual transient increases in lamotrigine plasma levels (approximate 2-fold increase)

occurred during the week of inactive hormone preparation (pik-free week) for women

not also taking a drug that increased the clearance of lamotrigine (carbamazepine,

phenytok, phenabarbal privkione, or ther drugs such 3 rfampn and the rotesse
hibitor

Ghurariion) oo Brsg meraciont (71 e mcreass I smotrigne plsia v
Soe st tne doge af s & ncreasen e e days batore of uting he
pbiree week. Incresses i amotrigne pasia vels Could resut 1 dosc depandent

mg/day) in 16
G not e he pharmamkmet(s 57 e cihicstradiol Sommponent of e ol
contraceptive prepar iere were mean decreases in the AUC and C ma,of the
levonorgestrel componeﬂ( of 19% and 12% respecti; Measuremem of 5
aton i any of the
e oot athaugh messurerentof Scrum Fa: L and ao ot e ted har
here was some 0ss of suppression of the hypothalamic-pituitary-ovarian axis.

‘The effects of doses of lamotrigine other than 300 mg/day have not been systematically
evaluated in controlled clinical triak.

the observed on
unknown. However, the possibilty of decreased contraceptive efficacy in some patients
cannot be excluded. Therefore, patients should be istructed to promptly report
changes in their menstrual pattern (e.q., break-through bleeding).

men receiving oral
contraceptive preparations [see Dosage and Administration ( 2.1).
Other Hormonal Contraceptives or Hormone Reg\a(ement Therapy
‘The effect of other
sy o o praracoketcs 6 S0k e o ok heen systematicaly evaluated. It
has been reported ed
lsmotrighne up to 2ok, and the progesti-ony pls had 1o Gifect on famotrigne psima

. Therefore, adjustments to the dosage of lamotrigine in the presence o

ragitogens Sane ol By novbe neeies
Ariprazole
In 16 ptlnts wkh bpolar dsordar on  sabl reginen of 100 o 400 mgiay of
lamotrigine,
onts o ecaed Spprasoi 106 30 ety for 7 Sevt Tokomes by 30 oy
for an additional 7 days. This reduction in lamotrigine exposure is not considered




clincally meaningful.
Atazanavir/Ritonavic

In a study in healthy volunteers, daly doses of atazanavir/ritonavir (300 mg/100 mg)
reduced the plasma AUC and C mya,0f lamotrigine (single 100-mg dose) by an average of
32% and 6%, respectively, and shortened the eimination haif-ives by 27%. In th
presence of atazanaviirtonaur (300 mg/100 mo) the metabolteto-matrigne ra
was ncreased from 0.45 to 071 cansitent weh nductn of ghcuroniiaton

o ncomtant
lamotrigine to in amotrigie.
‘Bupropion

Toeprarmacokints o a 100w sl doge of Bt b sk vobtses (n =
12) were not changer bupropion

(730 gt o) String 11 oyt peore amtriine

Carbamazepine

Lamotrigine has o appreciabl effect on steady-state carbamazepine plasma
Somcentraon, Limed clrical dts sugget thre s » e ncence of

blops, ataxi, and Dk vso n pavents receving corbamazepne wih amotriaine
han n patents receing other AEDS wh bmotrgine (see Adverse Reactons (8.1
The mechanism of ths ineraction & uncear, The effet of amotrigne on

of unclear. In of patients (i
7)studed 0 o plocebe conraled vl motrin ad o cfect on eorbamazephe
plasma concentrations, but in a smal, uncontrolled study (n = 9),

CorbamazePe PO e kel Pcrease.

‘The addition of by

approximately 40%.

Felbamate

In a trial in 21 healthy volunteers, coadministration of felbamate (1,200 mg twice daiy)
with lamotrigine (100 mg twice daily for 10 days) appeared to have no cincally relevant
effects on the pharmacokinetics of lamotrigine.

Ealate Inhibitors.

Lamotrigine is a weak inhibitor of dhydrofolate reductase. Prescribers should be aware
of this action when prescribing other medications that inhibt folate metabolism.
Lacosamide
Plasma concentrations of lamotrigine were not affected by concomitant lacosamide
(200, 400, or 600 mg/day) in placebo-controled clinical trials i patients with partiak
onset seizures. Gabapentin

ssed on a retrospective analysis of plasma levels in 34 subjects who received
lamotrigine both with and without gabapentin, gabapentin does not appear to change
the apparent clearance of lamotrigne.
Lev m
Potential drug interactions between levetiracetam and lamotrigine were assessed

vt senum concanratons o oot agens ot picebe-conroied cincal s,
Thase data of

d that not influence the of

Erorene
Lithium

of atered in jects (n = 20) by

coadministration of amotrigine (100 ma/day) for 6 days.

Lopinavir/Ritonavic

The additon of opnavk (400 g twice daly)rkonavk (100 mg twice daly) decreased the
imination half-ife of lamotrigine by approximately 50% to 55.4% in 18

Reatny Saetrs. Toe pnarmiacokmesc of Pt fianavt were i win

concomitant motrigine, compared with that in historical controks.

The AUC and Cmax of olanzapine were similr following the addtion of olanzapine (15
mg once da) tolamorigine (200 mg once dal) n heakhy make vokineers

ared wkh the AU and € masn heakhy male voknteets eceing olanzapie aone
n=
Inthe same trial the AUC and C g,of lamotrigine were reduced on average by 24% and
20%, respectively, folowing the addtion of olanzapine to lamotrigine n heathy male
Volunteers compared with those recewving lamotrigine alone. This reduction in amotrigine:
plasma concentrations s not expected to be cinically meaningfu

The AUC and C mayof d its active
gy  the addtion of
mg twice daily) to mg once daily) in (n=13)

compared with healthy male vokunteers receiving oxcarbazepine aone (n = 13).
In the same trial, the AUC and C ,0f lamotrigine were similar folowing the addition of
oxcarbazephe (600 mg twie daiy to matrige n eatty male vounteers compare
with those receiving
Readathe, s siness nause, nd somromnce Wil coadministraton of ronaneona.
with

Perampanel
In 2 pooled anayss ofdata from 3 placebo-controled clnica ik nvestigating
adjunctive perampanel in patients with partial-onset ant ralized tonic-clonic

Sekures, the hghes: perampanel dose evakated (12 maydey) hcrcased Amotriine
clearance by <10%. An effect of this magnitude i not considered to be cinically
relevant.

‘Phenobarbial Primdone

“The addtion of
Concentrasons oy approcimatay 40%

Phenytain

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

Pregabaln

lamotrigine d by
Coreara, bresabin (300 3 s oty Sl Thee o ne
pharmacokinetic interactions between lamotrigine and pregaban.

Ritampin

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

Risperidone

dayhodne
(Hmzaly significant effect cn lhe single-dose Dharmamkmen(s of r\sper n e 2 mg ar
te metaboke 9.OK repordone olowng te cosamistrto o rsperdone 5
mg wi jne, 12 of the 14 volunteers reported somnolence compared with 1 out
or20 e spariGona was ghen Sone. and hant o BOWGHE wot aGmGREres

Topiramate

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

Valproate
When amotrighe was administered o heslthy voluntees (n = 18) receivng vabroate,
the rough steadystate valprote pasma concentratons dec )y an average of
ok v o meai et Sasad Homests, sading emovigme o B
icting reropy Gl ot Caise @ Change n volYGaLe plsa Concentratons  cther
adult or pediatric patients in controled clinical triat
‘The addtion of i normal
vokinteer by sigty more than 2 0k, n 1 tral maximal o of o

earance was reached at valroate doses between 250 and 500 mg/day and i not
eremne o tod vapronte doma was forinr perested

Zonisamide

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

‘Known Inducers or Inhibitors of Glucuronidation
Drugs other than those listed above have not been systematicaly evaluated in

y affect the apparent clearance of lamotrigine and doses of amotrigine may requi
adlostment based on cinkalresponse.

the inhibitory effect of cT2
omolrgme, bu ot she N(2) Glocuronids matabatte s an mibtor of OCT at potently
clincally relevant concentrations, with IC sovalue of 53.8 uM [see Drug Interactions ( 7)]
Resuks of i viroexperimens sugget that clesranceof amotrighe s unikely tobe

% concomtant adminstation of amkriptyine, conazepaln, ozapine,
Towatine.abpercio, orasepam, phéndiie. crtaive.or wrasa

Results of in suggest that not

drugs eiminated predominantly by CYP2D6 .

Specific Populations

Patints weh Renal Impaiment Twele vountees wkh chronlc renl e (mesn

crestinne clearance: 13 ml/min, range: &t 23) and another § ndiviluals undergoing

Femodyst ware cach Ghen 5 gl 1007 dove of ametrgine. The mean s
ak-ves determined nthe study were 42,9 Hours (chronk renal Ia\lue}, 130 haurs

(during hemodialysis), and 57.4 hours (between hemodialysis) comp:

s T oty vebrtems: On veraoe, appoximat o 20% nge 5.6 t 35,1 o te

amount of amotrgine present i the body was stinated by hemodiysis during 3 4-

hour session [see Dosage and Administration ( 2.1)

Patients with Hepati Impaément:The pharmacokinetics of Bmotrighne folowing 2 shgle

100 motrigine were evaluated in 2:

Severahepate b (s clss oo oystem)and comparcs with 12

Sublects whout hepatc mpsirt. Th sublects wih severehepti impaf ment were

ot asctes (= 2)or wth scies (1 = ). The mean apparent clearances of

smotrigne n subjcts wrm 5), severe without ascites (n

e v win asches (e 5) er Fopasment ware 0.3 = 005,024201,021

008,04 015 £ 0.00 L/ respectively. 3z compared

mLimin/kg in the heakhy controls. Me: Somorrgie i ubiocts wi i,

AT v WA anchs. o SEver it pches Fapate mpaiment were 46 =

72 44, 67 11, and 100 + 48 hours, respectively, as compared wi
hours in healthy controls [see Dosage and Administration ( 2.1)] .

Pediatric patients:The pharmacokinetics of lamotrigine following a single 2-ma/kg d
were evekisied n 2 St 1 pedTi. SUbRCIS (= 29 fof sublects 496d 10 months 1o

monotherapy. Lamotrigine pharmacokinetic parameters for pediatric patients are
summarized i Table 16.

Popuiation pharmacokinetic nalyses involving subjects aged 210 18 years
by total body

weight ther: higher, on a

Doy weght vack podetrc aterts than in aduks. Weghtnormaleed Bmotrgine

clearance was higher i those sublects weighing <30 kg compared with those weighing

530 kg, Accordingly, patients welhing <30 kg ey need an pcrease of o

$0% I matenance doses, based on ciclresponse, a5 compared weh el

weighing more than 30 kg being administered the same AEDS e and

Rt (290 Thess andpees sl revenes .ot amunmg for body

weght, emotriine clesrance wes not sgnifcanty ifuenced by age. Thus, the same
fferences in

o oot RS Wt iance Bemau e camrance i adoke were sond 1
have simikr effects in chidren.

Table 16. Mean Pharmacokinetic Parameters in Pediatric Subjects with Epilepsy

Pediatric Study Population Number of Subjects T max(h) tia(h)  CLF (mi/min/kg)
months to 5.3 years
Subjects taking carbamazepine, phenytoin, phenobarbital, or 10 3.0 7.7(5.7t011.4) 3.62 (244 10 5.28)
primidone (10t05.9)
Subjects taking antiepieepti cdrugs with no known effect on the 7 19.0(12.9 10 27.1) 1.2 (0.75 t0 2.42)
apparent clearance of motrigine (29t06.)
Subjects taking valproate only 8 29 449 047
(L0t060)  (295t0525)  (0.23t00.77)
Ages 5
Sotcs kg Fanbamazepine, phenyto, phenobarbtal, or 7 16(1.0t030) 7.0(38t09.8) 254 (1.35t05.58)
primidone
Subjects taking carbamazepine, phenytoin, phenobarbital, or 8 33(10106.4) 19.1(7.01031.2) 0.89 (0.39 t0 1.93)
primidone @ plus valproate
Subjects taking vabruateumy" 3 4.5(3.0t0 6.0)65.8 (50.7 to 73.7)0.24 (0.21 t0 0.26)
es
SRt ating Cotamazepine, phenytan, phencbarbta,or u _e _e 13
primidone
Subectstakng corvamazepine phenyton,phenobarbtal. o 8 - - 05
primidone 2plus
Subjects taking va\pmate only. a _« 03




phenytoin, nto
me apparent Clstance of rotrione. Eslvagen -containg oral (on[vzcemwes Hamgin,
o beer

shown to crease the apparent carence of Lammgme seeorig teractons (73,
included in the calcuiation for mean T

CParamets ot estimated

Gerotc PatentsThe pharmacokeetics of amotrigne folowing sl 150-mg dose of
lamotrigine were evaluated in 12 elderly volunteers between of 65 and 76 years

(mean Greatnine clearance = 61 mLimin, range: 33 0 108 MUimin). The mean hal- e of

lamotrigine in these subjects was 31.2 hours (range: 24.5 to 43.4 hours), and the

clearance was 0.40 mL/min/kg (range: 0.26 to 0.48 mLjmin/kg).

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

However, during dose escalto of mrigie n L clncal il i patnts wih sy

on a stable dose of valproate (n = 77), mean trough lamotrigine concentratio

unadjuste for WeGRE were 24% to 45% higher (0.3 to L7 mcg/mL)n Temais than in

Racial or Ethic “The ig 25% lower in
non-Caucasians than Caucasians.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiity
No evidence of carcinogenkity was seen in mouse or rat following oral administration of
lamotrigine for up to 2 years at doses up to 30 mg/kg/day and 10 to 15 mg/kg/day in
mouse and rat, respectively. The highest doses tested are less than the human dose of
400 mg/day on a body surface area (mg/m 2) bas’s

Lamotrigine was negative n i vitro gene mutation (Ames and mouse lymphoma tk)
assays and n clastogeniciy { n viro human ymphocyte and in Vivo rat bone marrow)
assays.

No evidence of impaired fertilty was detected in rats given oral doses of lamotrigine up
0 20 mafkggay. The highest dosetested & lss than the human dose of 400 mojday
on amg/m %

14 CLINICAL STUDIES

14.1 Epilepsy

Mangtherapy wih Lamotrgne i Adus with Receiving
Treatment Phenytoin, Phenobarbital_or Primidone as the Single

ey

tablished in a multicenter
doudle ind Cincal me\enmﬂhg 150 adut oulnanents wrm pariakonset seiures. The

patents experinced t ast 4 sinpl partiakonse, complx partabonset, ancor
secandavw gereraed seeures Gurng each or2 ConSeuNE -week pariods whie
ing Carbamazepine ar pherytoi Moot apy durng bascline, Lmotrigie (farget

et o500 raes Yo vaoat (100D mtoy s acied o ket comaasep or

phenytoin monotherapy over a 4-week period. Patients were then converted to
monotherapy with lamotrigine or valproate during the next 4 weeks, then continued on
monotherapy for an addtional 12-week period.

of o weeks of meeting an escape
criterion. Criteria for 1) doubing of

. (2) doubing of . 3)
mergence o  new seaure ype (deined o o scaure that cid not occur durlng the -
ek baselne) that s more seuere than sezure ypes that occur during St

entment o (4] incaty Sqneant prolonsahon of generaboed tonk-conk. sezures.

The primary efficacy variable was the proportion of patients in each treatment group
who met escape criteria

The percentages of paints who et escaps crkeria were 42% (32/76) i the group

receiving la % (a0

o Y
Fovor of Bt No afferences  effcary bosed an st on, of ace were
detected

atints i the conrol roup were ntentonaly treated wkh a relatiey ow dose of

vaproate: a5 suc this trial was

e atet o menotnerapy wh meb e, ond camotbe nterprete to il the

SUpererty of motrine to an aaequate dose of vapro

Adjunctive Therapy with Lamotrigine in Aduts with

‘The effectiveness of lamotrigine as adjunctive therapy (added to other AEDS) was intially

establshed in 3 pivotal, multicenter, placebo-controlid, double-bind cinical trials in 355
ks wihrefractory prtaonset seizure, Tne ptients had  tory o o ast 4

partaonset sezures per month n sph of receivng 1 or more AEDS at herapeutic

concentratins and n 2 o the rls were observed on ther establshed AED re

during baselnes that varied between & to 12 weeks. In the third tria, patients were not

Gbserved 1 a prospectve baselne. In paients contiuing o have a east & seiures per

‘whit the mean sl baselné was 6.6 per week fof 2 patiots enroRel i efacy

triaks,

One trial (n = 216) was a double-bind, placebo-controlled, paralel trial consisting of a
-wesk trstment peiod. Palnts Coukl not bs o mors than 2 ather antcantisants
and allowed. Patients to . a target

Goseof 300 majay of amotigne, o a arges dose of 300 maiday of smetegine. The

median reductions in the frequency of all partiakonset seizures relative to baseline were

8% n ptlnts receling plcebo 20% n potletsrecening 300 mojdayof bmatrgine.

Teduction was statiticaly Sniicant 1 the 500.mafday roup compared with the
placebo group, but not in the 300-mg/day group.

A second 1l (r = 98) was 2 double-bin, placebo-controled: randomized, crossover
trial consisting of two 14-week treatment periods (th eeks of which consisted
O dose aprig) Separated by 5 & week wathout beriod. Fabints could not be o rrore
than 2 other and a The
lamotrigine was 400 mg/day. When the first 12 weeks of the treatment periods were
analyzed, the median change in seizure frequency was a 25% reduction on lamotrigine
compared with placebo ( P<0.001).
Thetheg il .= 42) w

0 12.veek reatment periods separated by 2 t-weex wasmm perm patents
Coultnot be on more than'3 other amtkanwiants. Thite
Concomtant vaproate: these patents receved 150 malday o \amomgw\s The 28 other
patients had a target dose of 300 mg/day of lamotrigine. The median change in seizure.
reduency was a 36% reduction on lamotrine compared wih pacebo ( P20.01)
No diferences n effcacy based on age, sex, o face. as messured by change in seizure
frequency, were detected.

Adunctive Therapy with Lamotrigine in Pediatric Patients with PartialOnset Seziires

The ffectiencss of amatriing s adknctive therapyin pedatric patints weh partal
onset sezures was establshed in 2 muticenter, double-bind, controled trial in
189 patents 29e9 2 10 16 yeas 1 = 98 on britrigne 1 ~ 101 a0y Tolowing
i
Brotione o plocebo adics 1o !hewr Curent AED regimen ofup 6.2 croge.patents
were dosed based on by wegnt and vaprosteuse Torge doses were deiged o
pati iday)
and 15 mq/kq/day o e bt not (ki varoate (maximum dose: 750 mofdap)
The primary efficacy endpoint was percentage change from baselne in al partia-onset
sezures. For the intent-to-treat population, the median reduction of al partiakonset
sezures was 36% in patients treated with amotrigine and 7% on placebo, a diference
that was statisticaly significant ( P<0.01).

nctive Tr
Syndrome

of lamotri in patients with Le
synarome s estabshed i 2 icenter, doubeoind, pccbo cortrole il n 169
patients aged 3 to s (n lamotrigine, n placebo). Folowing a
wesk single bind, Socens phase, paveres were randomet 1 16w esks of uea[men(
with lamotrigine or placebo added to their current AED regimen of up

Fabee et dovelan 2 s dose ragmen esce on body weignt ot vaprase use
Target doses were designed to approximate 5 ma/kg/day for patents taking valproate
(maximum dose: 200 mg/day) and 15 mg/kg/day for patients not taking valproate
(maximum dose: 400 mg/day). The primary efficacy endpoint was percentage change
from baseline in major motor seizures (atonic, tonic, major myoclonic, and tonic-clonic
seizures). For the intent-to-treat population, the median reduction of major motor
Seizures was 32% in patients treated with lamotrigine and 9% on placebo, a difference
inat s sttty sicant ( P<0.05) Drop atacs vere s-gnmnw reduced by
lamotrigi cebo (9%), as es (36%
R ion vereve 0% mérease 08 brmouing and piocebo. respert).

ralized Tonic-Clonic Seizur

The effectiveness of lamotrigine 35 adjunctive therapy in patients with PGTC seizures
was established in a mukicenter, double-biind, placebo-controled trialin 117 pediatric
and adut patients aged 2 years and okler (n = 58 on lamotrigine, n = 50 on placebo).
Patients with at least 3 PGTC sezzures during an 8-week baseine phase were randomized
ecks of tretment wkh amotrigineor lscebo added to ther current AED
regimen of up to 2 drugs. Patients were dosed on a fixed-dose regimen, with target
doses rangng from 3 to 12 mkg/day for peditric patnts and from 200 t0 400
mg/day for adult patients based on concomitant AED:
‘The primary efficacy endpoint was percentage change from baseline in PGTC seizures.
For the intent-to-treat population, the median percen reduction in PGTC seizures was.
s treated with lamotrigine and 34% on placebo, a difference that was
statitically significant ( P:

14.2 Bipolar Disorder

Aduts.

of lamotrigie in the bipoler | disorder was
establshed n 2 mukicenter, double bind, pacebo-controled s aduk paents (aged
18 to 82 years) who met DSM-IV criteria for bipolar | disorder. Trial 1

e o Tocant (Wi 60 daye) Gepriasiva o 4o et by DW and
Trial 2 included patients with a current or recent (within 60 Gays) episode of mania or
hypomania as defined by DSM-IV. Both trias included a cohort of patients (30% of 404
sublects 111 n 26% o 171 pains 1 Tl 2) weh i cycing biplr sorder
(410 6 episodes p

Inboth i, pahenls eretrated to o trget doseof 200 ofriotrigne a o on
therapy o

dlring an B 10 16-week apenabelperiod. Overal 81% af 1305 patnts Damdnaung in
the open-abelperod were receiving 1 or more ather psychotropk: medicatons,

(SSRIs), at
rtpsyenates (nciasng clanzapine). varoate o thum, durg ttraton of Iamomqme
atients with  CGl-severity score less maintained for at least 4 ct

e ki ot fee te vt ek o ooy wi orotioie. ware.
Tandomized to 3 placebo-controlie, doubl-bind treatment period for up to 18 months.
The primary endpolt was TIM (urito terventon for 8 mood epsodeor one that was
emerging, time or ether at to be
relred o ipoir diorder, o for lsclcof ffcacy). The maod epeods ol ve

pression, mania, hypomania, or a mixed epi

I el . paterts recelved doublebind montherapy wih amotrigne 50 mojday (1

50) lamotrigne 200 moiday (n = 124) motrigne 400 malday (= 47), or placebo (n
- 121) Lamotrgne (zoc i 200mG ay restment gfoups combined) was superior
Hacebo ety th tme 1 ocearnce o & o8 apBese (Hgure ) Sopirars

i of the 20005 100 meidey Gose orous reveaka o atded senert from e
higher dose.
Inrl2 patents recelved doubebind moaterapy weh motrigne (100t 400
ma/day, n = 59), or placebo (n = 70). Lamotrigine was superior to placebo in delaying
et occursence of a mood epsote (Fpure 3) e mean dove o Borrgine was
about 211 ma/day.
Athough these trials were not designed to separately evaluate time to the occurrence of
depression or mania, a combined analysis for the 2 trias revealed a statistical
significant benefit for lamotrigine over placebo in delaying the time to occurrence of both
depression and mania, athough the finding was more robust for depression.
Figure 1: Kaplan-Meier Estimation of Cumulative Proportion of Patients with
Mood Episode (Trial 1)
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Figure 2: Kaplan-Meler Estimation of Cumulative Proportion of Patients with
Mood Episode (Trial 2)

[Er——

16 HOW SUPPLIED/STORAGE AND HANDLING

motrigine Tabl P Starter Ki for Patients Not Taking Carbamazepine, Ph
‘Phenobarbital Primdone. or Valproate (Orange Kith.
25 mg, whte o off whie, round shape, fia face beveled edge, uncoted tablets
debosss *45" on one side and break ine on other

100 m, white to off white, round shape, flat face beveled edge, uncoated tablets
debossed with "1047" on one side and break ine on other side,

Bister pack of 42, 25-mg tablets and 7, 100-mg tablets NDC-
69102-137-10
motri P for P Phe
o Primidone and Not Taking Kit).

5 ma, white to off white, round shape, flat face beveled edge, uncoated tablets
CRbocia b5 on oma e e bk ne on e S

100 mg, white to off white, round shape, flat face beveled edge, uncoated tablets
ebossed with 1047 on one side and break fine on other side.

Blter pack of 84, 25-mg tablts and 19, 100 tabkets NoC-
69102-359-1

Lamatrigine Tablets. USP Starter Ki for Patients Taking Valproate (Biue Ki).

25 mg, whie o off white, round shape, it ace bevekd adge, ncosted tablts
debossed with "45" on one side and break ine on other sid

Biister pack of 35 tablets NDC-69102-
909

Storage

Sore at 20 to 25 °C 68 to 77 F) excursions permited o 15 0 30 °C 59 to 86 F)
[See USP Controlled Room Temperature]

17 PATIENT COUNSELING INFORMATION

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

Rash

rior v it ofeatment wih omegne nfor patents tht et or ther signs

or sym of hypersensitviy (€.g., fever, ymphadenopathy) may herald a serious
T even o et st e v ahy Sueh sceutrenca t thek neskheare

providers immediately.

Hemophagocytic Lymphohistiocytosis

Prior to initiation of treatment with lamotrigine, inform patients that excessive immune

actiaton may occur wih Bmatrighe and tat hey shoud report s or symptoms
has fever,

Mutiorgan Reactions. Blood Dyscrasias. and Qrgan Failr

Inform patients that mutiorgan hypersenstivity reactions and acute multiorgan faiure
may occur with lamotrigine. Isolated organ falure o isolated blood dyscrasias with
evilence of mutorgan hypersensKiRy may 8o Occur, ISITUCt PabeNts o contact thek

heakhcare providers immediately f they experience any signs o symptoms of these
conditions [see Warnings and Precautions ( 5.3, 5.5)] -
hythm n Abnormal

Inform patients that, due to its mechanism of action, lamotrigine could lead to irreguiar
or slowsd heart rhythm. The rik s ncreased i patiens wih Underlying cardac dsease
o heart conduction problems or who are taking other medications that affect hear
Camgacton. Patents e be ol aware of e repers cordoe S0 o syt 0
their heakthcare provider right away. Patients who develop syncope should fe down with
raised legs and contact therr heakthcare provider [see Warnings and Precautions ( 5.4)]

‘Suicidal Thinking and Behavior.
Inform patnts, thr caregivers, and faes tat AEDS, ncudng lmotrgine,may
ight

e \nstru(! them to immediately report behaviors of concern to their healthcare
Wnrsewng of Seizures

Instruct patients to notify their if worsening of
occurs.

Central Nervous System Adverse Effects
Inform patients that lamotrigine may cause dizziness, somnolence, and other symptoms
and signs of central nervous system depression. Accordingly, nstruct them netther to

rive a car nor to operate other complex machinery until they have gained sufficient
experience an lamotrigine t gauge whether or not It adversel ffects thek mental
andjor motor performan

Instruct patiets to noy the heakicare providers f hey become pregnant or ntend
pregnant dring therapy and f theyintend to breasted orare

rancieadh on o

Encourage patiens to nvol i the NAED Pregrancy Registry i they become pregnant

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

preanancy. To enfo, paints can callth tok free number 1-886.233 5334 566 Use i

Specie popubtons (5.1

Inform patiens who tend o brestieed that amatrine & present n bresst mik and

m to monitor their chid for potential adverse effects of this drug. Discuss the.
Dt an ek of continiing brentfosing
Oral Contraceptive Use.
Instruct women to notify their heakhcare providers if they plan to start or stop use of
o other female Starti
i levels and stopping
including the
ncrease amotrgine plasta evels Isee Warmings and Precautions (5.9, Cincal
Pharmacology (1231 Ao nstruct women to prompty notky thei Peatheore
rovdes F they experience adverse eactons or changes i mensirual ptten (3.
Break through Headng) whi recaving amatrigine n combinaton wi
‘medications.
Discontinuingl amotrigine.

Instruct patients to notfy thei healthcare providers if they stop taking lamotrigine for
any reason and not to ther

Inform patints that amotrgine may cause sseptc meringis. Instruc them o oty

ther lop s of meningits
e v masdache s, Rausen. vorkng, el neck rash oermalsensiiey o i
myalga, chills, confusion, or drowsiness whie taking lamotri

Potential Medication Errors

To avoid a medication error of using the wrong drug or formulation, strongly advise
patients to pe to as wel as the
correct formulation of lamotrigine, each time they fil their prescription [sée Dos:

Forms and Strengths ( 3.1), How Supplied/Storage and Handing ( 16)) . Refer the patient
to the Medication Guide that provides depictions of the lamotrigine ta

a‘mrrenf‘

Manufactured by:

TORRENT PHARMACEUTICALS LTD., INDIA
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OWP Pharmaceuticals, Inc., 400 E. Diehl Road, Suite 400, Napervile, IL 60563
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MEDICATION GUIDE

Lamotrigine (la-MOE-tri-jeen) Tablets, USP

What is the most important information | should know aboutlamotrigine?

L Lamotrigine may cause o serlus skin rash that may cause you to be
r even cause deat!

e . e 0 1 . o wh o e s, s 3 s can

rappen ot anytne durng your reamentwin ' motrigne, bt & more el to

Rappen wihe the frst 2 to 8 weaks of treatment. Chidren and teenagers aged between

2and 17 yeavs e 2 hane chance o Gt 1 serus sk raoh i kg

lamotrig

Tk o gthg  serus sk s s e o

« take lamotrigine whie taking valproate [DEPAKENE(valprofc aci) or
DEPAKOTE(divalproex sodium)].

« take a higher starting dose of motrigine than your heakhcare provider prescribed.

« increase your dose of lamotrigine faster than prescrioed

 Collyour healthcare provider right away if you have any of the following:
. hiﬁnmg o peeling of your skin
. na.vful sores in your mouth or around your eyes

e symptoms may be the frst igns of » serlous ski reaction, A heakncare
oroviter houks examine you 5 GecHe 1 you shoctd contie - takig brotigie,
2. Other serious reactions, including serious blood problems or Iver
;Lomotrigne can also cause other types of alergic | reactions o serious
protlems that ay afectorgansand other parts ofyour by ke your e o bood
u m: ot hoe  Tash with these pes of rea(mns Call your
heanh[are orovele POhE sway ¥ you have any of Ehese Sympea

{reauent ntectons
Severe muscle pain

swelng o your face, eyes, s, o torgue

swollen lymph g

unisual bruing o Beding, boking pale

weakness, fati

yelowing of your skin or the white part of your eyes
trouble walking or seein

seizures for the first time or happening more often



* i andlor tendemess i theare towards the op ofyour stomach (e er
andjor spieen)

patients with known heart problems, the use of lamotrigine may lead to a fast heart
Sem ol yout nesknar proviter Tt away | you

« havea fast, slow, or pounding heart beat.

« feel your heart skip a beat.

« have shortness of breath,

« have chest pain

o feel ightheaded.

4. Like other antiepileptic drugs, lamotrigine may cause suicidal thoughts or
actions in a very small number of people, about 1in 500,
Call neakthcare provider gt away I you have any of these symptoms,

especially if t e ney
thoughts et sukiteor or g
attempt to commi suicide
2w or worse depr
W or worse an
!eehnq sgtated o restess

. truubbs\ap\ng (insomnia)

« new or worse iritabilty

« acting aggressive, beng angry, or violent

3 sctng on dangerous npukses

« an extreme increase i activiy and taking (mania)

© Giher Unusul changes m behavir o mood

Do not stop lamatrighne wkhout frst talking to » heakhcare providar.

Stopping lamotrigine suddenly can cause serious probl

© Sulalhoughis of actions can be caused by hings othe than medicnes f you
ctions, your may check for other

causes.

Mow can 1 watch for esrly symptoms of sukide! thoughts and actions In

myself or

« Paya st any (hanges especially sudden changes, in mood, behavors,
thoughts, or feek

« Keap ol olowr-up Veis wieh your heakhcare provider as scheduled,

« Call your healthcare provider between visis as needed, especially ff you are worried
about symptoms.

Lam \e may cause aseptic meningitis, a serious inflammation of the
otective. membrane that covers the brain and spinal cord:

Call your healthcare provider right away if you have any of the folloy
ptoms:

5.
P

unusual sensitivity to ight
muscle pains
chils

confusion
drowsiness

sesseeeriens

Meningtis has many causes other than lamotrigine, which your doctor would check.
for if you developed meningitis whie taking lamotrigine.
can cause other serious side effects.For more information ask

your heathcare provider or pharmacist. Tell your heakthcare provider f you have any
side efect that bothers you. B sure o read the secton below entiled What are the
possible side effects of amotrigine?
§ -Peaple prescrived lamotrigine have sometimes been given the wrong

because many medicines have names similar to lamotrigine, 50
Zways check that you

‘Taking the wrong medication can cause serious health problems. When your
heakhcare provider gives you a prescription for lamotrigine:
 Make sure you can read i clearly.
= Talk to your pharmacist to check that you are given the correct medicine.
« Each time you fil your prescription, check the tablets you receive against the pictures.
of the tablets below.

These pitures show the distinct wordng cors, and shapes of th tabets that help
to identify

Sharmmacbt T you rot e b e ol USP hat doce nov ook Jke one of the
tablets shown below, as you may  have received the wrong medicatior

Tablets, USP
Tablet Strength |  Lamotrigine Tablets Dimensional
Drawing

25mg VAR

100 mg

What is lamotrigine?
Lamotrigine is a prescription medicine used:

« together with other medicines to treat certain types of seizures (partiakonset
sezure,primary qeneralzed tonk: conk sefures, generaized sezures of Lennox-

Gastaut syndrome) in people aged 2 years and old
* slone whenchangg fom 1 e meting vsed o treat portkonset sezures i
people aged 16 year:

o for the \ong ot reatment of Sipolar 1 disorder to lengthen the time between mood
episodes in people who have been treated for mood episodes with other medicine.

1t not known ¥ amotrighne s sae r ffective i peope younger than 18 years wih
00d episodes such as bipolar disorder or depression.
It s not known i lamotrigine s safe or effective when used alone as the first treatment
of sel
1t notknown Flamotrigine s sfe o ffectiye for peopl wh mood epsades who
have not already been treated with other medici
Lamotrigine should not be used for acute treatment of manic or mixed mood episodes.
Do not take lamotri
2 i you have had an slere reaction to amatrighe o to any of the activs ngredents
in lamotrigine. See the end of this leaflet for a complete st of ingredient

Befare taking lamotrigine, tellyour healthcare provider about al of your
heakh Conditions, including I you
e had a rash or alergic reaction to another antiseizure medicine.
* hove or nave v depression, mood problems, or suicidal thoughts or behavior.
+ have.a istory of heartprotlems or regulr heartbeats o any of your famly
loers have any heart problem, including genetic abnormalis
+ have had aseptic meninglis afer taking e,
 aretaking oralcontraceptives (5t control pik)or other emale hormona

provider if you have any changes in your menstrual pattern such as breakthrough

bleeding. Stopping these medicines whike you are taking lamotrigine may cause side

effects (such as dizziness, lack of coordination, or double vision). Starting these.
cines may lessen how wel lamotrigine works.

« are pregnant or plan to become pregnant. t s not known if lamotrigine may harm
your unborn baby. If you become pregnant whil taking lamotrigine, tak to your
heakthcare provider about registering with the North American Antiepileptic Drug
Pregnancy Registry. You can enrollin this registry by caling 1-888-233-2334.
purpose of this registry is to collect information about the safety of antiepleptic
drugs during pregnancy.

« are breastfeeding. Lamotrigine passes into breast mik and may cause side effects in
abresstfed baby. I you bresifesd whie taking Bmtrighe, waich your bah
for troubl breathing, epsodes of tamporriy stopping breathing, skeepiness, or poor
sucking. Cal yourbaby's neakicare provider ght oy fyou s anyof thes

5 Tak 5 your heakcare provider abou the pest way £ feed your baby
$ou take amtrighne

el your heakhcare provider about a the madiines you taks, ncudng
prescription and over-the-counter medici and herbal supplemer
Eommotig and carain otne medicines ey hiaract win each sthe 11 may cause
serious side effects.

Know the meclies you take. Keep 2 st of them 0 show your heathcara providr and
pharmacist when you get a new medicine.
How should I takelamotrigine?
 Take lamotrigine exactly as prescribe
 Your heatheae v ey changsyour dose. Do ot change your dose wihout

g to your heakhcare provider.
Do notstop aking amotrgine wihout aking o your heakhcare provier. Stopping
lamotrigine suddenly may cause serious problems. For example, if you have epiepsy
314 you $top taking lamoriine sudeny, you may have sezures tht do not tap
Talk with your heakhcare provider about how to stop lamotrigine slowly.
If you miss a dose of lamotrigine, take i as soon as you remember. If ¢ s aimost
time or your nex: dose, st K the mised dose Take the nextdose at your
reouar e Do not take 2 doses at the same time.
ke oo mch bmotraine. ca your neaheare provider oryour lcalpasan

ComrolConter o1 5o to he nearest hocpil emergency roam right away:
You may not feel the ful effect of amatrigine for several weeks.
1f you have epiepsy, tell your heakthcare provider it yeur seizures get worse or if you
have any new types of seizures.
sulen lamotrigine tablets whoe.

ur heatthcare provider
because here may be another form f motrighe you can o
. pack before use. Do

ister
R Sy oo ko, o e
What should | avoid while takinglamotrigine?

Do not drive, operate machinery, or do other dangerous activities unti you know how
lamotrigine affects you.

What are the possible side effects ofiamotrigine?
Lamotrigine can cause serious side effects.

See "What is the most important information I should know about
lamotrigine?"

Common side effects of lamotrigine includ
+ deziness

headeche
rash
blurred or double vision

lack of coordination
abdominal pain

\nfe(tnns including seasonal flu
sleey

back pan

nauses. vomking

nreaness

stuffy nose
sore throat

These are not all the possible side effects of lamotrigine.
Call your doctor for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088,
How should | storelamotri
 Store lmotrigine at 20° to 25°C 2 (68 to 77°F) excursions permited o 15 to 30°C
(59" to 86°) [See UP Controled Room Temperature
« Keep lamotrigine ant it of the reach of chikdren.

General information about the safe and effective use oflamotrigi

Medcines are sometmes prescribedfor purposes other than those lted n o Medicaton
Guide. Do not use lamotrigine for a condition for which & was not prescribed. Do




other people, even i that you have. It
may harm them.

If you take a urine drug screening test, lamotrigine may make the test result positive for
another drug. If you require a urine drug screening test, tel the healthcare professional
administering the test that you are taking lamotrigine.

You can ask your healthcare provider or pharmacist for information about lamotrigine
that s written for health professionals.

For more information, call1-800-273-6729.

What are the ingredients inlamotrigine?
Lamotriginetablets, USP

Active ingredient: lamotrigine, USP.

Inactive ingre - magnesium stearate;
celulose; povidone; and sodium starch glycolate.

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

‘Trademarks are the property of their respective owners.
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PrnRmA

Manufactured by:
TORRENT PHARMACEUTICALS LTD., INDIA.

Manufactured for:

WP Pharmaceuticals, Inc., 400 E. Diehl Road, Suite 400, Napervile, IL 60563..
8082162 Revised May 2021
OWOSLAMMGI321

PRINCIPAL DISPLAY PANEL - 25 mg Starter Kit
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LAMOTRIGINE KIT

motigie kit

Product Information

ProductType  HUMAN PRESCRETION ORUG Hem Code (Source) nocsoi02137

Packaging

m Code ckage. Marketing Start  Marketing End
# Mem Cod Package Description 2
2 JOCSOMZIIT 7101 packase, compaTON oasonor

3101 BUSTER PAC Typ 0: ot a Comnaton
3 Frosict

Quantity of Parts
art # Package Quantity Total Product Quantity
part1 7

Part 1of 2
LAMOTRIGINE
lamotrigine tablet

Product Information
Route of Administration 0%l

Active Ingredient/Active Molety

Ingredient Name. Basis of Strength  Strength
LAMOTRIGINE (LN 3H27496KS) (LANOTRGH - UNIUSHIJASHRS)  LAVOTRIGNE. 100mg
Inactive Ingredients

Ingredient Name Strength
LACTOSE MONOHYORATE (Uil 1057085

MAGNESIUM STEARATE (LN 700974610

(CELLULOSE, MICROCRYSTALLINE (Ul 0P1A520810)

POVIDONE K30 (Ui U725011321

SODIUM STARCH GLYCOLATE TYPE A POTATO (Ul S856362A2)

Product Characteristics
cotor. i (e 1o ot whi) score 2 pieces

ROUND (R it face Seveed ecoe) size orom
Flavor Imprint Code 1007
contains

Marketing Information

Marketing  Application Number or Monograph  Marketing Start  Marketing End

Category. Citation Date ‘ate
A0s070947 oaozo?

Part 2 of 2
LAMOTRIGINE
lamotrigine tablet

Product Information
Route of Administration 0%l

Active Ingredient/Active Molety
ar Basis of Strength
LAMOTRIGINE (U8 USH27498KS) (LAMOTRIGIN - UNIUSHTASBKS)  LAHOTHGHE 5m
Inactive Ingredients
Ingredient Name. strength
MONOMYDRATE (Ut 105708551
MAGNESIUM STEARATE (U1 7009746150
(CELLULOSE, MICROCRYSTALLINE (Uil OP1AS20810)
VIDONE K30 (Ui 072501132

SODIUM STARCH GLYCOLATE TYPE A POTATO (Ul S65636243)
Product Characteristics

e (e to o wie) Score 2 pices

ROUND (R it face Seveled caoe) size o

Imprint Code i

Marketing Information

Marketing  Application Number or Monograph  Markating Start  Marksting End
Category Cita ‘ate

o A0s079947 oasoor?

Marketing Information
Marke

cation Numbe
Cate o Citation
o e oan0or

rMonograph  Marketing Start  Marketing End
Date ‘ate

LAMOTRIGINE KIT
motsigine kit
Product Information
Productype o pRESCRETON AU Komcode (Source)  rocenizse
Packaging
e — Marketing Start  Marketing End
# hem cod Packags Description sting
Y p— oenonon?
. L3 BUSTER A T ok Comption
Quantity of Parts
part#
rarct 1



LAMOTRIGINE (U1 USH27SBKS) (LAMIOTRIGIE - UNIU312749515) 100mg

MONOMYDRATE (Ut- 4GS7085%)
EARaTE (o )

aGESIUM ST .
(CELLULOSE, MICROCRYSTALLINE (Ul OPLA320610)
POVIDONE K30 (Ui U7250W321

SODIUM STARCH GLYCOLATE TYPE A POTATO (UNI: 56561362421

o (ke t o whic) 2 ploes
ROUKD (Round it facebeveed ecpe) Size o

LAMOTRIGINE (s USHRTSBHS) (LAWIOTRIGIE - UNIU2749815) 25mg

LACTOSE MONOMYDRATE (Ui €00570315%)
MAGNESIUM STEARATE (U1 1009746150

(CELLULOSE, MICROCRYSTALLINE (Ul OP1A320610)

POVIDONE K30 (Ui 725032

'SODIUM STARCH GLYCOLATE TYPE A POTATO (UNI: 56561362401

e (ke t o whic) 2 pleces
ROUKD (Round st faceneveed ecpe) .

em Code (Source)  NoC.67102:630

LAMOTRIGINE (Ui USHRTSBHS) (LWIOTRGINE - UNUSZI498S)  LAWOTRIGNE 25mg
LACTOSE MONOMYORATE (Ui 600570315
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