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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS SKIN RASHES.

motrigine tablets can cause serious rashes requiring hospitalization
and discontinustion of treatment. The incidence of these rashes, which
have included Stevens-johnson syndrome, is approximately 0.

0.8% n pediatric patients (aged 2 to 17 years) and 0.08% to n o
adults receiving lamotrigine tablets. O

reported in a prospectively followed cohort of 1,983 p.dmm ‘patients
{aged 2o 16 years) wih epllepsy taking hmmrimne tablets

adjunctive ther: ide postmarketing experience, rire cases
o toxkc epkdermal necrolsis andior rash-related deatn have beer
Teported in adult and peditric patients, but their numbers are t60 few
to permit a precise te of the rate

In addton to age, factors that may ncrease the risk of occurrence or
rity of rash caused by lamotrigine tablets include (1)
Coadministration of lamotriging talets with valproate (includes valproic
acid and divalproex sodum), (2) excosding the recommended ik dose
igine tablets, (3) exceeding the recommended dose escalation
for amotrigine Tobiots, of (a)the presence of the MLA-8/1503 alele
occurred in the absence of these factors.

Nearly all cases of life-threatening rashes caused by lamotrigine tablets
have occurred wkhin 2 to 8 weeks of trestment nkiation. Howsver,
isolated cases have occurred after prolonged treatme: 6
months). Accordingly, duration of tharapy cannot be reied upon as
means o predict the potential risk herakied by the first appearance of a
rash.

Athough benign rashes are slso caused by amotrigine tablets. I s not
possible to predict rashes will prove to be serious or ffe
threatening. Aumlnu'y. Jamotrigine tablets should ordinarly be

of rash, clearly not drug
Femten. Bacontimsetion ereatment Ty not provent b fash frem
becoming life threatening or permanently disabling or disfiguring [see

Warnings and Precautions (5.1)] .

1 INDICATIONS AND USAGE
1.1 Epilepsy
Adiunctive Therapy.
Lamotrighe tatlts are nccate as aduncte therapy or the folowlng sezure types n
patients aged 2 yeas and ok

rtal-onss

Primary gencralied toic-clonic (PGTC) seizures,

« generaized seizures of Lennox-Gastaut syndrome.



Monotherapy
Lamotrgine tabletsare ndicated for conversion o monotherapy 1 sduks (aged 16
years and oder) wih portiionset s receiving treatmen

hamazepine, phenyton, phenabarbka, prmkione, or valbroate 5 the Sngle
antiepkepte arug (AED)

Safety and ffectveness of lamotrigne tablts have not been estabed (1) as ntel

carbamazepine, phenyt

simultaneous conversion to monotherapy from 2 or more concomiant AEDS.

1.2 Bipolar Disorder

Lamotrigine tablets are ndiated for the maitenance restment of bpolr | dsorder to

delay the time to occurrence of moo ession, mania, hypomania, mixec
Cpis0des) i patents treated fr acute mood epsodes wh standard therapy [sce Cinkal

Studies (14.2)]

Limitations of Use

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

2 DOSAGE AND ADMINISTRATION

2.1 General Dosing Considerations
Rash.
There are suggestions that the risk of severe, potentialy fethreatening rash may be
increased by (1) coadministration of kmotrgie tablts with valproate, (2) exceeding the
Tecormmened kol dose of bmlrgne Tabets. o (3) xcesdi the recommended
~ However, in

e Tctors [s Boved Waringl Torelore. € mporion et e cosing

losely.

-ecommendations be folowed c
“The risk of nonserious rash may be increased when the recommended inital dose
andjor the rate of dose escalation for lamotrigine tablets is exceeded and in patients with
a history of allergy or rash to other AEDs.
Lamatrine Tabts Starter Kt prode amatrine abes ot doses constent wih the
\ded titration schedulle for the first 5 weeks of treatment, bas:
Concomkant medications. for patets weh epiepey (ot an 12 yeavs»ana buolav\
disorder (adults) and are intended to help reduce the potential for rash. The
oot Yol e e o recomimeni for povoptote potents wh e,
starting or restamng Bmumgme tablets [see How Suppled/Storage and Handing (16)]
patients who discontinued
G o e sesociated wht rir westment wi lmangne JHiss the potental benefts
s made to restart a
the il dosing
recommendations should be assessed. The greater the interval of time since th
previous dose, the greater consideration should be given to restarting with the initial
dosing recommendatins. Ifa patent has discontiued smotrigine for 3 perod o more
than 5 hal-lives, i s recommended that inkial dosing ines
befolowed. "The hat- e of bmotrigne s ettes by o concomians mesiatans foce
ical Pharmacology (12.3)].
Lamotrigine Tablets Added to Drugs Known to Induce or
pecause amotrighe s metabolzed precominanty by icuronic ack conbgaton arugs
fthat are known to induce.
ot gine. rugs o duce ghcororiaton néhe <arbarasesie.pranyion:
lphenobarbital, primidone, rifampin, estrogen-containing products, including oral

aproate inhbits glucuronidation. For doshg consderatons for amotrighe tabets
atients.

plazanawirionaue, see beow e Tabi 13, For dcsmg cononeratons fo bmotrighe
ablets in patients on other drugs known to induce or inhibit glucuronidation, see Tables

st amd 15,
‘Target Plasma Levels for Patients with Eplepsy or Bipolar Disorder
A therapeutic plasma concentration range has not been established for lamotrigine.
Dosing of lamotrigine tablets shoukd be based on therapeutic response [see Clinical
Pharmacology (12.3)1
Women Taking Estrogen-Containing Oral Contracepti
Starting Lamotrigine Tablets in Women Taking Estrogen-Containing Oral

have been shown o
increase the clearance of lamotrigine, no adjustments to the recommended dos:
escalation guideinesfor amotrigne tablts should be necessary solely basod on ihe use
Therefore,

12
Gose cocaarin Shou folw e ecommendsd dudelnts or Pacung dncive
therapy with lmotrigine tablets based on the concomitant AED or other concomitant

ations (see Tables 1,5, and 7). See below for adjustments to maintenance doses
of lamotrigine tablets in women taking estrogen-containing oral contraceptives.

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

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

Carbamasepine, pheytoi, phencbarbial, prandone, o oiher drogs Such as rampin
nd and at induce

wilin most
cases need to be increased by as much as 2-fold over the recommended target
maintain a consistent

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

(2) starting Estrogen-Containing Oral Contraceptives: In women taking a stable dose of

amotrigine tablets and not taking carbamazepine, phenytoin, phenobarbial, primidone,

or other drugs such as rifampin and the protease inhibkors lopinavirritonavir and

the wilin
st cases neeel to be increased by a5 muich as 219k to maintain a constent
motrighne pasa level see Drug nteractons () Cincal Phrmacology (129 The
introduced
and contive, ased o B raapont, ho more gl then 5t e 100 maiday every
e, Dose increases shouk ot exceed the recommended rate (see b 5)

Uriess levels or clinical cresses, Gradunl
anskent increnses in amalrigine plasma lovels may oceur during the week of nacti
hormonal preparation (pik-free week), and these increases wil be greater f dose.
increases are made i the days before or durig the week of nactive Hormonal
reparaton, ncreased lamotrgine plssma evels coudresuk n addkonalacverse
Festions. uch by deshess, and dpiopi. If adverse reactions atrbutadle to
smotrighne tabes consitenty i gurg te ke week_ dose adstmentsto the
lmaed o the pkree
ek e ot recammendeFor weman toking, arotigie oot s sdeti
rbariazeno,pheryio, ghanoberbial priicans, or the ssu:has mampm

Brmorhe Gcurandatin. oo svsiment to the dose o afmaigne taodrs Sheukd be

necessary [see Drug Interactions (7), Clinical Pharmacology (12.3)].

@ stopping Estrogen-Contaning Oral Contraceptive; In women not taing
arbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as rfampin

ana e p and atindice

s e T e ackresaed by o8 e o 505 n 16 16 mantan 3 consitomt
lamotrigine plasma level (see Drug Interactions (7), Cinical Pharmacology (12.3)]. The
s should not exceed 25% of the total daiy dose
per ek ovr  2eel period, s cnclesponse o Bmotrigne pasma eves
a2

ndicatc othenwise [sce Cincal Pharmcoogy Inwomen

g primidone, or
o ahigs s o oo ane the paveose mbiotor \ovlnav\r/rinnamr and

0 adustment o the dose
of amotrigine tabiets Should be nocessary [oce Drug nteractons (7, Ciica
Pharmacology (12.3)

Wamen and Other Hormonal Contraceptive Preparations or
[Mherapy
e effect of other preparations or
heraDy {HRT] on [he pharmacokinetics o! hmomqme has r\o[ heen 5y5[emal(alN
gen-contaning therapis, suc

rmetigne. Thercors.ose cinkat monkorme on eﬂecnveness o bmotrgne tabets
ok dose scstment may be necessary [see and Precautons (59, Ithas
been reported ased
fomrigne up to 2ok, and the ot o e hadne efect on e plasma
k. There s to the dosage o amalriine tabes i th presence of
rsgestogens sone vl not be e
B Taki wir/Ritonavic

adstments to the recommended dose scalaton gudeknes for matgine abets
<okl based an the use o stazanavErtanavi, Dose escalstn

Shovkd otow e recommended guklenes or natng schnctive therapy w

lamotrigine tablets based on conco o other conco etons (see

T 0. 2 3. I patints i cady kg raenanca dooes 1 motrgne e

and ot taking gucuronidaton nducers; the dose of amotrgine tabkts may need to

s anaveEonav s added of decreased 1 sasanavrionavs &
comtiund (e Cineal Prarmecoogy (21
B wi impair

Experience in patients with hepatic impaiment is lmied. Based on a cini
pharmacology study 1 24 SUbRcts wih mid, moderate nd severe er pament the
following general n be
e Brmacoigy (33 No dosaqs hstman i necdud s pators withmid huev
impairment. Intil, escalation. and maintenance doses should generaly be
Sopretely 355 b pokEnts whh moerate shd SV e parEnE WRROUE
ascites and 50% in patients with severe iver mparment with ascites. Escaiation and

ding to clnic

Patients with Renal Impairment
Inkil doses of omorigne tabkts should be based on patients’ concomiant medcatons
(seeTbles 1153 0 ) redced manarance doses ey be ety o patits
sl e Use n Specie P ), Ci

3. Few Eoknts wih severe el pstrains i b e g coront

et
oo, At Shous e et weh coon i thent pacires
Discontinuation Strateay
& or patients receiving lamotrigine tablets in combination with other AEDs, a re-
Contmdon of SHAEDS inihe rcbmn oLk e constored 0 change n eiure conrel
appearance or worsening of adverse reactions s observe

decision s madeto discontiue therapy wih bmolrighe ablets, astep-wse
Teicion o date o o cort 3 eaaet opproximmray J0% per wock) & recoramendd
Uniess safely Concerns recae a more rapk whdrawa see Warnings and Precautens

Discontinuing carbamazepine, phenytoh, phenobarbkal priridone, o ather drugs such
as rifamy at
duce motrigne ghcuronilaton shoud prolong the i of flamotrgne;
discontinuing valproate should shorten the haf-ife of lamotrigin

Biolr Diorder: n the controled cicalrl, there was no crease i the ncdence,

W the cinicar deve\opmen! program n aduns Vi bipolr dsorder, 2 patents
ortly aft igine tablets.

otk 2 el (obproksamtey S0% b0 wack ks Sarety concerns edure s more

rapid withdrawal [see Warnings and Precautions ( 5.10)]

2.2 Epilepsy-Adjunctive Therapy

This section provides specific dosing recommendations for patients oider than 12 years

and patients aged 2 0 12 yeas. Wi each of these age-groups, Spectc dosing
mendations are provided depending upon concomitant AEDS or other

Concomant madkatons (e Tabl 1 To pobents ok tham 12 yeas and T2bk 2 for

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

Years on concomitant valproate is provided in Table 3.

B r r:

Recommended dosing guideines are summarized in Table 1

In Patients TAKING Valproate @

Weeks 1 and 2

Weeks 3 and 4

Week 5 onward to maintenance
50molday e every o

Table 1. Escalation Regimen for Lamotrigine Tablets in Patients Older than 12 Years with E;

In Patients NOT TAKING C Phenytoin, Primidoneb, or Valp:
25 mg every day

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

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

Usual 1000 200 mgmy P valproate alone
maintenance 0 400 mg/day with valproate and
dose other drugs that induce ghucuronkdetion (n 1 o 3 ied doscs)

Yalproate has been shown to Mk hicuronidaton and decrease the apparent

clearance of Interactions (7), Ci a2.3).
 Drugs that other than the

lspecified AEDs, include estrogen-containing oral comra:enlrves rlemin.and he

for products, ncluding

" and e protesse

Patients TAKING C or Primidone

Phenytoin,
band NOT TAKING Valproate ®
0 mg/day
100 mg/day(in 2 divided doses)
Increase by
100 mg/day every 1 to 2 weeks

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



Jabkoratazenavkitonavk can b found in General Dosing Considerations (see Dosage
i Admiiraton (2.1, Patients on fampin nd the protesse
folow

regimen used

wih AEDS that
minsiratio (5.1 Drug Incerscaons 1, Cimea hermmaco0y (1231
Patients Aged 2 to 12 Years.
Recommended dosing guideines are summarized in Table 2.
Lower starting doses and sower dose escalations than those used i clrical trias are.
recommended because of the suggestion that the risk of rash may be decreased by
lower startng doses snd siowerdose escalaons, Therclre, maitenance doses i
take longer to reach n cinicalpractice than i clncal trias. It may take several weeks to
monis t schive an peeuslzed manenance doze Manenance v atients
weighing <30 kg, regardless of age or concomitant AED, may need to be increased a
Tuch 33 50%, based on cinka response

In Patients TAKING Valproated
0.15 mafkoyday n 1 or 2 dvided
joses, roun

In Patient:
Weeks 1 and 2

wn to the nearest
R ole et e
‘Table 3 for weight-based dosing guide)

Weeks 3and 4 /kg/day in 1 or 2 divided
ded

o
whole tablet (see
‘Table 3 for weight-based dosing guide)
Week 5 onward to maintenance dose shouid be
folows:
cakulate 0.3 mo/kg/day,

administered daiy
dose.

1 to 5 mg/kg/day (maximum
200 mojday n 1 or 2
joses)
1to 3 malkgldny win saproate sbne
fay need to be

Usual maintenance
dose

increased by as

much as 50%, based
Maintenance dose in patients <30 ke on clinical response.
te:Only whole tablets should be used for dosing.

been shown to
clearance of

Interactions (7), Ci (12.3)].

other than the
spe(med AEDs, include estrogen-containing ora\(on(racenmes mampm and the

or products, ncludng znd the protesse

inhibitor und in

[osage and Acmintraton (217 Pateims on o and e provesse rbter
folow regimen used

with AEDS that

[aiminitratio (31 1 interscions 9. G avmcotsy (1537

Table 3. The niil Weight-Based Dosing Gukle for Patients Aged 2 to 12 Yea
4) with Epileps,

Table 2. Escalation REﬂlmen for Lamotrigine Tablets in Patients Aged 2 to 12 Years with Epilepsy

or Primidone® and NOT TAKING Valproate®

s NOT TAKING enytoin, Primidone®, or Patients TAKING C: Phenytoin,
0.3 mg/kg/d:y n or 2 dhoed 0.6 mg/kg/dayin 2 divided doses,
oses, rounded d
o the nearést whoe. nearest whole tablet
tablet
0.6 mg/koyday i 2 dvided doses, 1.2 mokg/dayi 2 dided doses.
unded down unded down to the
et wnole G hearcat whole tabkt
The dose shoukl be ncreased every 1 to The dose shouk be ncreased every 1t
s follows: calculate eeks as follows: cakculate
56 markoloay, round "5 malkalday, round
this ar his amount d
e nearest whole he nearest wh
tablet, and add this tablet, and add this
‘amount to the nt to
previously previously
administered daly administered daiy
dose. dose.
4.5 to 7.5 mg/kg/day (maximum 300 5 to 15 mg/kg/day(maximum 400
moiday in 2 diided mafday i 2 divided
doses) doses)
eed to be tay need to
mcveesed by as mucn increased by as much
ssed on a5 50%, based on
ikl aponsa clinical response.

rs Taking Valproate (Weeks

this dally dose, using the most appropriste combination of lmotrigine 2-

Give
If the patient’s weight is and 5-mg t

Greater than And less than e d 2
kg 1akg 2 mg every other day
141kg 27kg 2 mg every day
27.1kg 34kg 4 mg every day
341kg 40 kg 5 mg every day

Usual Adjunctive Maintenance Dose for Epllepsy
“The usual maintenance doses identified in Tables 1 and 2 are derived from dosing
regimens employed in the placebo-controlled adjunctive trial in which the efficacy of
Emolrigne tabkts s establsned In patents receving g regivens enploving
maintenance
doses of adlun(we motigne tables a2 W ok 700 maldy e b oed n
atients receiin ablets
e o as 200 myay wave ey eed, T sdvantage of uaig doses sbove thase
recommended in Tables 1 to 4 has not been established in controlied triaks

2.3 Epilepsy-Conversion from Aa]uncme Therapy to Monotherapy

‘The goal of the transition regimen s to attempt to maintain seizure control whie
mRgating the risk o serus fash SRt e vy shaton of bmeigne

lamotrigine tablets as Py s 500
ma/day given in 2 divided doses.

To avoid an increased risk of rash, the recommended intal dose and subsequent dose
escalations for kamotrigine tablets should not be exceeded [see Boxed Warning]

o q Therapy with Phenytoin r
Monotherapy with Lamotrigine Tabl

on,
Brim
After achieving a dose of 500 mg/day of lamotrigine tablets using the guidelines in Table
1, the concomant enzyme-inducing AED should be withdrawn by 20% decrements.
each week over a 4-week imen for the withdrawal of the concomitant
AED is based on experience gained n the controlled monotherapy clincal tral.

Tablets

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

Table 4. Conversion from Adjunctive Therapy with Valproate to Mo

Lamotri ablets
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.

Step dincrease by 100 mg/day every week to 500 mad

Weeks 3 and 4

10 mg every day

notherapy with Lamotrigine Tablets in Patients Aged 16 Years and Older with Epilepsy
Valproate
Maintain established stable dose.
ecressedusa by dacremenes o graaer than S00 mgideyfueek t 500 mgiey nd then mbtahn for 1 wek.
Simuttaneously d
250 ma/day and i for 1 week

Conversion from Adjunctive Therapy with Antiepieptic Drugs other than Carbamazepine.

specific dosing guidelines can be provided for conversion to monoths
Bmolrigine tabets wih AEDS othe than carbamasepie. phenylon. phéndbarbkal
primidone, or valproae.

2.4 Bipolar Disorder
j0al of maintenance treatment with lamtrigine tablets is to delay the tme to

occurrence of mood episodes (depression, mania, hypomania, mixed episodes) in

patients treated for with standard therapy.

Usage (1.2)]

Patients taking lamotrigine tablets for more than 16 weeks should be periodically

reassessed to determine the need for maintenance treatment.

Aduts.
The target dose of amotrigne talets s 200 mg/day (100 mg/cay n patents takng
valpro: arent clearance of lamotrigine, and 400 ma/day in

Patemis o kg v ont oo kg kv carsombsepie phemyioin. heoparbtal
primidone, or other drugs such as rifampin and the protease inhibitor lopinavir/itonavir
That increase the 2pparent cesrance o Bmoirighel In the CIna ik, doses up o 400

monotherapy w ; however, no addtional een at 400

Taidey compared wih 200 mgfoay [see Clinical Studies (14.2)] . Accordingly, doses
above 200 mg/day are not recomment
Treatment with lamotrigine tablets is introduced, based on concurrent medications,
sccording to the regmen outined 1 Tabe 5. f ther psychotropc medicatons are
withdrawn folowing stabiization, the dose of lamotrigine tablets shoud be adjusted. In
patints Giscontinung valroate, the dose of amotrgine tabkts shoud be doubled ver
a 2-week period in equal weeKly increments (see Table 6). In patients discontinuing
carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as ritampin
and and hat inducs

the dose of should

the st week and then shguki be decreased by half ovr 3 2-week perod  cqual
Weskly decrements (sce Table 6. The dose of amatrigh tabets may £y then be further

adjusted to the target dose (200 mg) as cinically indicated.

1f ther drugs are subsequenty ntroduced, thedose of bmotrighe tablts may need to

be adjusted. In particular, the itroduction of valproate requires reduction i the dose of

Diretighe tanis (s ru Inesscions 0y, Clocal rarmacalogy (591

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

escalations of lamotrigine tablets shoukd not be exceeded [see Boxed Warning].

Table 5. Escalation Regimen for Lamots

e Tablets in Adults with Bipolar Disorder

In Patients TAKING v-lmm-m Patients NOT TAKING C:
Weeks 1and 225 mg every other 25 mg daiy

Weeks 3 and 425 mg day. 50 mg daiy

Weeks. 50 mg dally 100 mg daiy

Week 6 100 mg daiy 200 mg daiy

Week 7 100 mg daly 200 mg daly

Valproate has been shown to inhib glucuronidation and decrease the apparent
bt Interactions ( 7), Ci (12.3).

f orugs tk , other than the
lspecified A

ucts,
b, and the poteass ko ot onant nd tacanad ot bocig

lcan be found n General Dosing Cons derations see Dosage and Adminrati

2.1 Part on fampin and the protess niikor bphavt2ona shoud otow the

same dos:

o praans clranc o Dosoge and admmsation (5.1 g Iierscions (1
Inical Pharmacology (12.3)]

Patients TAKING C

Phenytoin, Primidoneb, or Valp
50 mg daly
100 mg daiy, in divided doses
200 mg daly, in divided doses
300 mg daly, in divided doses
P to 400 mg daiy, in divided doses

Phenytoin, or

Tabl 6. Dosage Adjustments to Lamatrigine Tablets in AduRs wkh Bipolar " of

NOT TAKING Valproatea

Medications

Discontinuation of Psychotropic Drugs (excluding Valproate®,

Week 1

Phenytoin, or
Current Dose of Lamotrigine
Tablets (mo/day)100

Maintain current dose of lamotrigine tablets.

Week 2 Maintain current dose of lamotrigine tablets. 1o

Week 3 onward

#Vaproste has been shown to mhibk ghcuronidaton and decrease the apparent
clearance of teractions (7), Ci az3).

b orugs trat ane
lspecifi jucts, including
o, th potesee mbtors \opmav\r/monav\r and atazanavirritonavir. Dosing

, other than the

an be foung i General Dasig Considerations fsee D0sage and Admnsrater

[2:D1. Paients on et and the prtesse hbior ophaue/onavi shoukl Ffolow the

isame dosing

o rcresto Cloranca e Dosog o sammetraton (2.1 Drog neeracsone (.
lnical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS.

3.1 Tablets
mg, Wkt off whte, ound shape flat face boveled edge, uncoated tats
oo wih 45+ on ane ke s break I an ather Sde

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

4 CONTRAINDICATIONS.
Lo in patients who

ash, angioedema, extensive prurus, mucosal
usraiion) 6o the G or ks mgredients 5ee Boxed Warmng, Warrings and Precautons
(5.1,53)]

Maintain current dose of lamotrigine tablets. 200

of ine, Phenytoin, or Primidoneb
Current Dose of Lamotrigine Tablets (mg/day)400
400

300
200



5 WARNINGS AND PRECAUTIONS

5.1 Serious Skin Rashes [see Boxed Warning]
Pediatric Population

Gmotgne tabets n a Dmspe(weh/ folowed cohortf Demam( patents (aged 2 o1
years) s approximal
Lrocpectiy loned conort of mez i potens ool 315 16 ey wi
epiepsy taking motriginetablts 2 adunctve thrapy. Addkionaly there have been
rare cases of toxic (TEN) with and without t sequela
o Seath I 0.5. i or ek poSkTAIKEUg experence.

evidence that the inclusion of valproate in a multidrug regimen increases the risk
of semus potentily e hatening esh n pedatric paiens. I pedairc paterts who

used valproate concomitantly for epiepsy, 1.2% (6 of 482) experienced a serious rash
Comperea wih 6% 5 f D3 patents ot kg vlrente
‘Adut Popuation

Serious rash associated with of

CeEutredn 035 (11 o 5383 of sl panons who recaves ol tapets n

premarketig cnial ik o eplepsy. In the bipolar and other mood dorders cinkl
of 1

trils, the rate of serious rash was 0.08% (1 of 1,233) of adult patients who received
amofrgne aokts 20 Il monotherapy and 013% (2 o355 o aduk patins o
rigine tablets as adjunctive therapy. No fataities occurred amont

ncividuak. However, n workwde postmarketing eXpenence,fars cases of rasn-rees!
death have been reported, but their numbers are t00 few to permit a precise estimate of
ate.

Among the rashes leading to hosplalzation were Stevens-Johnson syndrome, toxic
joedema, and with mutiorgan

Isee Warnings and Precautions (5.3)].

2
Iconcomitant Use of Vaproate
There i evidence that the inclusion of valproate in a multidrug regimen increases the risk
f serou. potentaly e thestenn rash 1 oduts. Spectialy. of 504 patnts
admi h valproate in cp 6 (1%) w
Roxptaiead . sesoCmion wih raaht b Canias, 41020 of 5395 ciar wal pamms
and volunteers adminstered lamotrigine tablets in the absence of valproate w

Patients with History of Allergy or Rash to Other Antiepieptic Drugs.
E\he risk of rash may be increased in patients with a history of allergy or rash to other
EDs.

ot Adhering to the Recommended Dosage

‘The risk of rash is increased by both exceeding the recommended initial dose of
lamotrigine tablets and exceeding the recomrmended dose escalation for lamotrigine
tablets.

Patients with Genetic Variant Human Leukocyte Antigen (HLA)-B*1502 Allele

Retrospective case-controlstudies in patents of certain Asian ancestry (e.q.
(Chinese and Thai) suggest that the HLA-B+1502 alele & associated with an ncreased
sk (approximately 2.3 tmes higher)of developing Stevens Johnson syn
[(SJS)toxic epidermal necrolysis (TEN) in patients using lamotrigine. The risks and
bbencfis of therapy shouki be weighed when considerng use of lmotrgine tabits in
patients known to be positive for HLA-B*1502. Application of HLA genotyping as a
screening tool has important limitations and must never substitute for appropriate
cinical vigiance and patient management. Many HLA-+1502-pos tive patents treated
e omotgin fobiswi nof Gevp SISTEN orotor hypersenstvey reoctons, and
can'stiloccur in HLA. of any cthnicky.

5.2 Hemophagocytic Lymphohistiocytosis
Hemophagocyti ymphonisticytosks (HLH) s occurre npeditric and adu patents

taking lamotrigine tablets for various indications. HLH s a lfe-threatening syndrome of
o0k Imenine actvaion Characterized by cIncal Sgne and symptome of exreme
systemic nflammation. I s 2ssocated wih High mortalty rats f nt recognized early

and treated. Common findings include fever, hepamspb megaly, r:
mphadentoathy. neuraegE Sympome: cytopne hgh seram ferrth,
hyperrcerdema and ver functon and congubton abnormates. n coses o HuK

reported with lamotrigine tablets, patients have presented with s:
inflammation (fever, rash, hevamsmenomegary, i organ system ﬂysl\m(r
Eiood dyscrnsns Syraptome have voen reserted to ochur winin 14 24 daye folowing

e i of wemmen. Patints who devlop et manfestatons of patheiogc
mune sctuaton shoui be evluoed mmedatel, and o dignosisof L shouks be
considered. L: should

Slans or symptoms cannot be establshed.

5.3 Multiorgan Hypersensitivity Reactions and Organ Failure
Mukiorgan hypersensitivity reactions, also known as drug reaction with eosinophiia and
systemic symptoms (DRESS). with

fatal or ife threatening. DRESS typicaly, akhough not exclusively, presents with fever,

rash, andjor lymphadenopathy in association with other organ system involvement,
sch as hepatks, nephis, hematologi abnormalties myocardks, or myosks.
i cute viral infection. Eosinophila i often pre

dsorder s arible s expression, an other organ systems not Rereanere may be

Fatales associted with acute murgen (i and varus degrees of hepat faure
have been reported in 2 of 3,796 adut patients and 4 of 2,435 pediatric patients

et e it eplapey Snca i, Rave ataBies rom rakorgan fokire
have also been reported in postrmarketing use.

Is0lted e faure wEhout rash or volvement of ther organs has aso been reporied
with lamotrigine tabl

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

Symptoms are present, the patient shoukd be evaluated immediately. Lamotrigine tablets
should be discontinued if an akernative etiology for the signs or symptoms cannot be.
bished.

Prior to intiation of treatment with lamotrigine tablets, the patient shouid be instructed
that a rash or other signs or symptoms of hypersensitiviy (e.g., el
ymphadenopathy) may herald a serious medical event and that the patient should
report any such occurrence to a healthcare provider immediately.

5.4 Cardiac Rhythm and Conduction Abnormaiities
InRro testng showed that lamotrigie exhibs Css 8 antarrhythmic activy ot
i 2.2

thess n vero inings, amatrighe tabets coud sow ventricua Yandicton i ORS)
and induce proarrh, lead to sudden death, in patients wi
mporan s scaarof Tneiondl rors dbease e,  patnts wih eart vauure. e
e, conduction system diease, ventricular
ahythms, carda channelopathe (e, Brugads Syncromel, cinialy mportant
schemic heert issase, or multperisk fackorsfor coranary artery dsease
observed benefit of lamotrigine tablets in an individual patient with clinically

mDol(anIs(rucmralorfuncmna\ heart disease must be carefull weighed against the

sks for serious arrythmias and/or death for that patient. Concomitant use of other
S0k channel ockers may further Ncrease the 15K of proarrythma

5.5 Blood Dyscrasias
‘There have been reports of blood dyscrasias that may or may not be associated with
mutiorgan hypersensitivity (ako known as DRESS) [see Warnings and Precautions
(5.3 These have NEkided neutropeni, ukopeni, anemia, TorboCytopens,
pancytopenia, and, rarely, aplastic anemia and pure red cell aplasia
5.6 Suicidal Behavior and Ideation
Antiepiptic drugs, includin
behavir n patents taking These drugs for any indcation. Patiets reated with any eo
orany ndikaton shoube moriored for the emergence or worsening of depressin,
s trocae o sehavior, ancior any unss ot chamges'n mood o
Pouled analses of 199 placebo-controled cinicaltriss (monotherapy and sdhunctive
therapy) of 11 different AEDs patients randomized to 1 of the AEDs had
Sppreatal st o odsied helotve Rk 1. 583k i 1.2 3. 7)of sucida
thinking or benavir compared wih patents randorized o placebo, I thes

a3 el estment o of 12 weeks the bt heidence of sdeide
nenawor or deaor among 27,663 ALD reaed patints s 0.43% compored Wi
0.24% among 16,025 placebo-treated pterts, representing an

approxma(eiy 1¥ane o sl i or ehaver Tor vty 530 pants reated,
e wece 4 sicoes i dr.eston pasents s trals o n piacebo i ested
Dte ot o of Svenes & Lo el oy Conchio nouh v chect
on suicide.
‘The increased risk of suicidal thoughts or behavior with AEDS was observed as early as
1 week after startng tretment wih AEDS and perssed for the duraton of restment
ed. Because most trals included in the analysis did not extend beyond 24 weeks,
The ik of Suicdalthoughts or behavior Seyond 24 weeks couki ot be assessed
‘The risk of suicidal thoughts or behavior was generally consistent among drugs in the
data analyzed. The finding of increased risk with AEDS of varying mechanism of action
and across a range of indications suggests that the risk apples to all AEDs used for any.
indication. The risk did not vary substantially by age (5 to 100 years) in the clinical trials
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
IndicationPlacebo Patients with Events per 1,000 Patients Drug Patients with Events per 1,000 Patients Relative Risk:Incklence of Events i Drug Patients/incdence in Pacebo Patients isk Diference: Addtionsl Drug Patients with Events per 1,000 Patients
Epilepsy 34 35 24

Psychiatric 59 85 15 29
Other 10 18 19 09
Total 24 a3 18 19

‘The relative risk for suicidal thoughts or behavior was higher in cinical trials for epilepsy
than in clinical trias for psychiatric or other conditions, but the absolute risk differences
were simiar for the eplepsy and psychiatric indications.
Anyone considering prescribing lamotrigine tablets or any other AED must balance the.
risk of suicidal thoughts or behavior with the risk of untreated iiness. Epilepsy and many.
other ilnesses for which AEDs are prescribed are themselves associated with morbidity
and mortalty and an increased risk of suicidal thoughts and behavior. Should suicidal
thoughts and behaver emerge durng treatment, th prescrber needs to consider
whether the emergence of these symptoms in any given patient may be related to the
finess being treated.
Patients, their caregivers, and famiies should be informed that AEDs increase the risk of
kaithaughts s bharr nd sho b ahised f the need t b skt o e
ceorwersening of theSgns and symotoms o depresion, any unweua

hanges
o thouahes Anouk ek havt. Beneviors o concir AUl be epornes mmdity
heakhcare providers.

5.7 Aseptic Meningitis

‘apy with lamotrigine tablets increases the risk of developing aseptic meningits
Because of the potential for serious outcomes of untreated meningtis due to other
causes, patients should also be evaluated for other causes of meningitis and treated as

approprite.
Postmarketing case of sseptc meningts have een reported i pedtic and et
patients taking lamotrigine tablets for various indications. Symptoms upon present

Rove Inchided headache, fever. nausea, vormting, and muchél r\gmy Rogh, phamphab\a
myasl.chl, aered conscolsness,and somn olence were also n

Symy v been reported to occar wii 1 day to one and a hal Mont folowng
e Hatio of Hoatment I most cases, YmpIomE were eportad 0 Tesohe ate
discontinuation of lamotrigine tablets.

Re-exposure resutted n a rapid return of symptoms (from within 30 minutes to 1 day

following re-iftation of treatment) that were frequently more severe. Some of the

patints trested wih amotigne (3bts who deveboped sseptc meningks had
ystemic lupus

Cerebrospinal fiuid (CSF) analyzed at the time of clinical presentation in reported c:
wes characterzed by 3 M to moderate poCYoS, Normal icose kves, and i to
ease prote. ST whte Hoad <ol coun derencal showes o
predominance of neutrophis in a majoriy of the cases, although a predominance of
ymphocytes was reported in approximately one thraof i cosen "Some pabente 2
Hacinow onset of Slns and Symptorms of Bolvement of other argans {predominankly
hepatc and renal Inoement, Which may suggest tnat n these cooes the sseptc
meningtis observed was part of a hypersensiivity reaction [see Warnings an
Precautions (5.3)].

5.8 Potential Medication Errors

Medcaton ertors nvohing matrigne talets have occurred. I partcuiar, he name
lamotrigine can be confused with the names of other commonly used medications.
et srors oy s ok betweon the aHferent Tormubtons o mou e, To
redice the potentilof medicaton erfrs, it and say amotrigine tabket clear.
Depictions of the lamotrigine tablets can be found i the Medication Guide that
accompanies the producs t Nghigh the dstincive markings cobrs, and hapes that
serve to enty the ifernt presentatons of the orug snd e the
TSk of medication errors, To avokl the meelkation erfer of sing the wrong arug or
oremion soerte Sheul o sane saved o younly epoct e sate > serfy



that they are motrighe tabes, a5 el the correct frmulation of amotrigne each
time they fil their prescriptio

E.s Concomitant Use with Estrogen-Containing Products, Including Oral
ives

/Some estrogen-containing oral contraceptives have been shown to decrease serum

wil be necessary in most patients who start or stop estrogen-containing oral
‘whi takin

(2.1)].During the week of nactive hormone preparation (pil-free week) of oral
(Contraceptive therapy, plasma lamotrigine levels are expected to rise, as much as
(doubiing at the end of the week. Adverse reactions consistent with elevated levels of
lamotrigine, such as dizziness, ataxia, and diplopia, could occur. Other oral
(contraceptive and other estrogen-containing therapies (such as HRT) have not been
istudied, though they may simiarly affect lamotrigine pharmacokinetic parameters

5.10 Withdrawal Seizures

s i other AEDs| should not be In patients
with epiepsy there & a possibiky of incressing sezure frequen:y In clnkal mals in
2duts Wi bpolr disorder, 2 patents experonced sezures shorty afe

windrawal of otrighe tablts, Uness ety concerns requre a more 129
withdrawal, the dose of lamotrigine tablets should be tapered over a period of at least 2
Wecks (approximately S0% reducton per week [soe Dosage and Admstraton (2.11

5.11 Status Epilepticus.
Vakd etimatesoftne ncdence of westment emergentstats epeptics amang
patients treated with bmotrigine tablets are diff reports
partcpatng  cirical s 6 ot all emmoy e i To Gantying oses. At a
imum, 7 of 2,343 adut patients had episodes that could unequivocally be descrived
Status eplepticus. In adation, & numiber of Feports of varabl defined episodies of
Semure oxacetbaton (0., senure clstors, sciore furies) wero m

512 Addition of Lamotrigine Tablets to & Mukldrug Regiman that Includes
Valpro:

rigine, lamotrigine.
tablets in the presence of valproate s less than half of that required in its absence [see
Dosage and Administration (2.2, 2.3, 2.4), Drug Interactions (7)]

5.13 Binding in the Eye and Other Melanin-Contai
melanin, it could melanin-rich tissues over
time. This raises the possibiy that lamotrigine may cause toxictty in these tissues after
extended use. Athough ophthaimological testing was performed in 1 controlied clinical
irl th testng was nadequae o exchde subleffects or Iy occurng after -
sts t

ing Tissues

m exposure. Moreover, the capacity of avaiable te: otentially adverse
acabancas om0 ot e Hiing ta oo & ko (s e
Fharmacabgy (1523

Accordingly, although there are no specific recommendations for perio
oo gea ankorng. praserbers chodl be aminé of the paselky of ong-erm
ophthalmologic effects.

5.14 Laboratory Tests

False-Positive Drug Test Results

Lamotrigin has been reported to ntertere wkh the assay used in some rapi urne drug
ich can result in false-positive readings, particularly for phencycidine (PCP).
A Tore Speckic anshytal metnod should be uses t canfim & poSkve resul

e value o moioring oo concentratons of motrigne b ptents reted wiy

o potwetn et e g mcoding ALbe (ret Tome 191

montoring of the plasma levels of lamotrigine and concomtant drugs may be indicated,
Bartcuiary quring dosage adustments,In general. clcal udgment shoud be exercied
‘egarding monitoring of plasma levels of lamotrigine and other drugs and whether or not

dosage adjustments are necessary.

6 ADVERSE REACTIONS
Tne folowng serous odvrseresctionsaredescrbed 1 e deta 1 the Wernings and
Precautionssection of the labelin
. arous Sk Rashes [see Warnings and Precautins (5.1]
« Hemophagocytic Lymphohistiocytosis [see Warnings and Precautions (5.2)]

and Organ Failre

« Multorgan
Precautions (5.3)]

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

d Precautions (5.

Suiidalbehavior and deatin [see Warnings and precautions (5.6]

Aseptic Meningtts [see Warnings and Precautions (5.7)]

WebGrawalSeiurcs (sce Warnings and Precautons (3.10)

Status Epiepticus [see Warnings and Precautions (5.11)]

6.1 Clinical Trial Experience

trials " widely 3
rates observed in the cliical rais of a drug cannot be diectly compared with rates in
the clnicaltias of another drug and may not reflct the rates observed i practice.
Epiepsy.

Host Common Adverse Reactons n Al Clcal Tris: Adjnctve Terapy i Adts wih
Epiepsy.The =

ares than piaceno) soen I associon v
g ehoncbs oy S0 e S %o et ety e
placebo-trested patiens were: dizzines, stais, somnolence, headache, dpbps
lurred vision, nausea, vomiting, and rash. urred vision,
nausen, and vomking were dose relted aminase dler v and e vion

tients receivin
man n paner\m Tecening other AEDs wih Bmotriaine {abks. Cnkel data suggesta
her incidence of rash, including serious rash, in patients receiving concomant

Vaproake than I pauents not recéning valproate [see Warnings and brecastons (5.1
Approximtel 1% ofthe 3,370 adt paints who receved amotrigne abets o

i
verse reacton, The adverse reactons most (nmmww esocaies wih dacontmuaton
were rash (3.0%), dizziness (2.8%), and headache (2.

In a dose- adus, the rate of
e b S0, urad i an et i vomting vas docs riotes

Honotherapy i Aduks weh Eplepy: e most commorly abserved (=5% or
n drug than placebo) seenin
o ion e et of amotrigne xame:s during the monotherapy phase of the
controlled trial in aduls n at an equivalent rate in the control
vomking, Cootdmaton aamormaly, dyspapei. nauses, diziness, ik, sty
insomn, fecto) ok, welght decresse, ches pai and dysmenorhe, The most
Comimonly Dhserved (5% of amorGine tats and more tommon on drug
ey Siverct octand SEscIat weh i v of ot gme NS g the
conversion to monotherapy (add-on) period, not seen at an equivalent frequency among
low-dose valproate-treated patients, were dizziness, headache, nausea, asthen,
coordination abnormalty, vomiting, rash, somnolence, diplopia, ataxia, accidental injury,
tremor, blurred vision, insomnia, nystagmus, darrhea, lymphadenopathy, prurius, and

Approximately 10% of the 420 adut patens who recelved mtrigne talets a2
in premarketng ciical il dicontinued restment because of
fvers® esint The adveree reackons most commonly scsociec wih discomtnation
were rash (45%), headache (3.1%) and asthena (.45

Adjunctive Therapy in Pediatric Patients with Epiepsy:The most commonly observed
(25% for lamotrigine tablets and more common on drug than placebo) adverse
reactions seen in association with the use of lamotrigine tablets s adjunctive treatment
in pediatric patients aged 2 to 16 years and not seen at an equivalent rate in the contral
group were infection, vomiting, rash, fever, somnolence, accidental njury, dizziness,
diarrhea, abdominal pain, nausea, ataxia, tremor, asthenia, bronchits, flu syndrome, and

diplopia.
In 339 patients aged 2 to 16 years with partiakonset seizures or generalized sezures of
Lennox-Gastaut syndrome, 4.2% of patients on lamotrigine tablets and 2.9% of patients.
on placebo discontinued due to adverse reactions. The most commonly reported

that led of was rash.

Approximately 11.5% of the 1,081 pedatric patients aged 2 to 16 years who received
lamotrigine tables a5 adkinctie therapy n premarketing cnical riaks dscontued

‘eatment because of an The adverse reactions
aesockted win were rash (4.4%), ed (1.7%), and
ataxia (0.6%).

Controled Adjunctve Crical Traksin Aduks wkth Eplepsy: Table 8 sts adverse reactions
hat occurred i sl patients weh eplepsy treated weh smotrigine tabets n placebo-
contraled tral. In theae trk, sther lamotrigne tabes of placebs was added to the
patient’s current AED therapy.

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

Body SystemiAdverse ReactionPe1cent of Patients Recaiving Adjunctive Lamotrigine Tablets Percent of Patients Receling Adhunctive Placebo

n 11) (n =419)
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In a randomized, paralel trial comparing placebo with 300 and 500 mo/day of lamotrigine
tablets, some of the more common drug-rebated adverse reactions were dose related
(see Table 9)

Table 9. Do: d Adverse Reactions from a Randomized, Placebo-
Controlled, Adjunctive Trial in Adults with Epilepsy

Percant of Patiet Ex

Adverse Reaction Placebo (n = 73)

iencing Adverse Reactions

00 g n =70 300 mg n
2820

Ataxia 10 10
Blurred vision 10 1 2500
Diplopia 8 20 4905
Dizziness 27 31 5420
Nausea 1 18 250
Vomiting a 1 18°

2 Significantly greater than placebo group (P<0.05).



bSignificantly greater than group receiving lamotrigine tablets 300 mg (P<0.05).

similr between females

T s s ndependons ofsoc Besaghe the gt nomCavensl el

subgroup was only 6% of patnts exposed to amotrigh tabets i placebo-controle
rdin

adverserea(non Teports by race. Generaly, femalesreceivng ekner motrighe tablets

Tles. The onl sdverse Pecton tor ich he repots on bmotrigne tabets were >
10% more frequent i females than males (without a corresponding diference by
gende on pacebo) was deziness (diference = 16.5%: There was It diference
between females and males in the rates of discontinuation of lamotrigine tablets for
individual adverse reacti

onaled Manotherapy Trian Aduts with prtrOnset secures Tabe 10 It adverse
eactons that 0ccurt e n patints with plkpey tronted wih monotherapy Wi
amotrigie tabies i » doupe bind tra Clowng dcontinuaton of ekher concormtant
carbamazepine or phenytoin not seen at an equivalent frequency in the control group.

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

Percent of pationts Recelving Lametrigine Percent of Patiens Receling Lo

Body System/Adverse Reaction” ™71 gtsc as Monothers Dose Vaiproated Monotherapy (n = 44)

Body as a whole

s 9
eecon : 2
G

Fiton

g H H
Dyspepsia

Nausea 7 2

Metabolc and nutritional
Weight decrease

Nervous ;
Coordination abnormaity 7
Dizziness :
Anxiety H
Insomnia

Respiratory 7
Rhintis

Urogenttal (femaie patients only) o
Dysmenorrhes s o

cverse eactons that occurred i a east 5% of patints treated wth amotrign tables and a a grestr ncdence than
va\pma(e(rea(eﬂ atie

«

28)

roate with
corbtmaz g of Bheryiam PaLents My have epartes ol SMerse reACIons Aurhg the i thos, Patents may be
included in more than 1 category.

€Up to 500 ma/day

41,000 mg/day.

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

Body as a Whole: Asthenia, fever.

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

Metabolic and Nutritiona: Peripheral edema.

Nervous System: Aminesia ataxa, depresslon, bypesthesia ko ncrease, decreased
reflexes, increased reflexes, nystagmus, iritabilty, suicidal ideat

Respiatoy: Epstaxi, bronchits,dyspres
Skin and Appendages: Contact dermatiis, dry skin, sweating
‘Special Senses: Vision abrormaly.

Incidence in Controlled Adjunctive Trials in Pediatric Patients with Epiepsy: Table 11 sts
adverse reacions that occurred 1 339 pediarc patients Wi partFonset seizures or
ho up

t0 15 mg/kg/day or a maximum of 750 ma/day.
Table 11. Adverse Reactions in Pooled, Placebo-Controlled, Adjunctive Trials in Pediatric Patients with Epilepsy®

Body System/Adverse Reaction
Body as a whole 20

nfecton 2 1
ever 1 12
Aot niry H i
ey s :
P aynarome I H
o H :
o e 2 1
Prorssensiuty

Cordovaseur s .
et

oy 2 1
Sinrnes n s
Covstpation 4 H
Dyspepsia

ey ) 1
rraderapatny

Metabolc and nutritonal
Edema

Nervous system
Somnolence :z 145
Dizziness u 4
Ataxia
Tremor 140 %
Emotional abilty 4 z
‘Thinking abnormalty i ?
Convusions
Nervousness. i 1]
Vertigo

Respiratory
Pharyngitis 174 151
Bronchis 7 H
Increased cough 7 3
Sinusits 2 L
Bronchospasm
ki
Rash 124 1]2
Eczema H y
Pruritus

Special senses s A
Dpp H 1

Blur 4 L

Vioual annormamy

Urogen

Vo female patints
Urinary tract infection 3 0

2 Adverse reactions that occurred in at least 2% of patients treated with lamotrigine tablets and at a greater incidence than

placebo.

‘Binolar Disorder in Adutis

‘The most common adverse reactions seen in association with the use of lamotrigine

tablets as monotherapy (100 to 400 mg/day) in aduk patients (aged 18 to 82 years) with

bipolar disorder in the 2 double-bind, placebo-controlled trials of 18 months' duration

are included in Table 12. Adverse reactions that occurred in at least 5% of patients and
duri

ing
inthese ik (when patients may have been recelvng concomtant medkatons)
Compared with the monotherapy phase were: headache (25%), ash (1150, zziness
(10%), diarrhea (8%, dream abnormaity (6%). and pruritus (6%).
During
e o, 135 o 333 polens whe evend vy o Fits (1001 800
maiday), 16% of 190 patients who received placebo, and 23% of 166 patients who
receiv e adverse
reactions that most commonly led to discontinuation of lamotrigine tablets were rash
(3%) and 2%) 16% of
2401 pterts wno eceved motrgin abks (501 500 malday) for bpolr dsorcer
in premarketing trils discontinued therapy because of an adverse reaction, most
Commonl clueto rash (5%) and manaimypomanimxed mood adverse reactions (2%)
‘The overall adverse reaction profie for lamotrigine tablets was simiar between females.
and males, between elderly and noneiderly patients, and among racial groups.

Table 12. Adverse Reaction:

2 Placebo-Controlled Trials in Aduft Patients with Bipolar | Disorder®b

jonPercent of Patients Receiving Lamotrigine Percent of Patients Receiving Placebo
Body System/Adverse Reaction Tabiots (n o227 e 150y

«
General
Back pan g g
Aodinal pan ° 3
Digestive " n
Nausea L u
Constipation % 5
Vomting
Nervous System o .
5 noknc ‘35 74
Serostom (dry mouth)
Respiratory
Rhinitis 75 A3
Exacerbation of cough 3 3
haryngtis
Skin
Rash (nonserious) 7 s

2 Adverse reactions that occurred in at least 5% of patients treated with lamotrigine
tablets and at a greater incidence than placebo.
b Paints i these tris were converted o morighe tblets (100 t0 400 mg/day)or
placebo monotherapy from add-on therapy with other psychotropic medications
Palent may have reported Mkl adverse reactons during the il thus, patnts
may be included in more than 1
Cinthe overal bipolr and ot ner oo dsorders ciiclras, the ate f serous rash
33) of adult patients who received lamotrigine tablets as inital
Tonoinerapy and D13 (3 f L3358 of 0Lk petents who receved e igne tblts
as adjunctive therapy [see Warnings and Precautions 45 ul
Other reactio in 5% o ally or in
the placebo aroup nchioed: mzzmess mama, enche niccian. fienze pon
accidentalinjury, darrhea, and d
Adverse reactions that occurred wmh a lreauen(y of <5% and >1% of patients receiving
lamotrigine tablets and numerically more frequent than piacebo were:
General: Fever, neck pain.
Cardiovascular: Migraine.
Digestive: Flatulence.
Metabolic and Nutritonaf. Weight gain, ederma.
Musculoskeletat: Arthralgia, myaigia

Nervous System: Amnesia, depression, agitation, emotional labilty, dyspraxia, abnormal
thoughts, dream abnormaity, hypoesthesia.

Respiratory: Sinusits
Urogentat: Urinary frequency.

Adverse Rections folowhg Abrupt Disconthuaton: I the 2 controled cinal ik,
there was no increase in the incidence, severty, or type of adverse reactions in patient
i bipoar dsorder after abrupty terminatng therapy with lamotrigine tablets. In the

clincal development program in aduls with bipolar disorder, nts experienced
Seiures shorty ater anPupt wRhdrawal of Binotrigne tabiets fse¢ Warmings and
Precautions (5.10)].

Episodes: During clinical
trials in bipolar | disorder in which adults were converted to monotherapy with
lamotrigine tablets (100 to 400 mg/day) from other psychotropic medications and
followed for up to 18 months, the rates of manic or hypomanic or mixed mood episodes
iverse reactions were 5% for patients treated with lamotrigine tablets (n
227), 4% for patients treated with lthium (n = 166), and 7% for patients treated with
plcebo (n = 190). Inafbbokr controte v combine, dverse rectons o maria
(including hypomania and mixed mood episodes) were reports
e i B s 1 = 556] 3 potets s v Rnom in = 280,
and 4% of patients treated with placebo (n = 803).

6.2 Other Adverse Reactions Observed in Al Clinical Trials
Lamotriaine tablets have been administered to 6,694 individuals for whom complete



captured d only some of which

placebo controled Buring e \rias, al adverse reactions wera recorded by the chczl
sing terminology of their own choosing. To provide a meaningful estim:
ofthe proporton of naNUaE having a0verse reactions, STar types of adverse
reactions were grouped into a smaller number of standardized categories using modified
COSTART dictinary terminolgy. Th requences presented epresert the progortion of
the 6694 ndbiduss exposed {0 amotrigine tables who experienced an event of the
type cited e receiing lmotrigne tabkte. Al eported adverse
tons e e oxcept those acady 8160 i the previus 1305 o dsewhere
the labeling, those too general to be informative, and those not reasonably associated
ith the use of the drug,
Adverse reactons are furher chssiid witin body system categories and enumerated
derof decressing frequency ushg the folowng dekion:

eons o deimad o5 st ccturring 1 oot 1100 ptlents ireqien oduerse
Teactons are those occurTing 1 17100 t0 171,000 pationts: are adveroe reactons re
those occurring in fewer than 1/1,000 patients.

Infrequent-Alergic reaction, chils, masise.

Cardiovasculr System

Infrequent:Flushing, hot ﬂashes hypevlensmn palpitations, postural hypotension,
syncope, tachycardia, vasodilati

Dermatological

Infrequent: Acne, alopecia, hirsutism, maculopapular rash, skin discoloration, urticaria

Rare: Angioedema, erythema, exfoltive dermais, fungal dermatits, herpes zoster,

Sharome esklomtous 2oh

Digestive System

Infrequent: Dysphagia, eructation, gastris, ginivits, increased appetie, ncreased

Salvation, ver function tests abnormal, mauth Uiceration.

Rare: Gastrointestinal hemorrhage, glossitis, gum hemorrhage, gum hyperplasia,
hematemesis, hemorrhagic coltis, hepatits, melena, stomach ulcer, stomatits, tongue
edema,

Endocrine Syste
Rare: Goter, hypothyroidism.

Infrequent: Ecchymosts, leukopenia.
Anemia, eosinophilla, fibrin decrease, fibrinogen decrease, iron deficiency aneria,

leukocytosis, lymphocytosis, macrocytic anemia, petechia, thrombocytopena.

Metabolc and Nutritional Disorders.

Infrequent: Aspartate transaminase increased.

Rare: Alcohol intolerance, akaine phosphatase increase, alanine transaminase increase,

bilrubineria,

Musculoskeletal System

Infrequent: Arthris, leg cramps, myasthenia, twitching,

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

Nervous System

Frequent: Confusion, paresthesia.

Infrequent: Akathisia apatny, aphasi, centrlnervous system depression,
depersonaizaton, dysarti, dyskinesia euphori haluchations, hostiy, hyperkinesi,

hypertonia, lbido decreased, memory decrease, mind racing, movement dsor

myocdonus, pank attak, paranod reactin,personialty dsorder, psychosis. el

disorder, stupor, suicidal

Rare: Choreoathetoss, deiiium, delusions, dysphoria, dystonia, extrapyramidal
syndrome, faintness, grand mal convulsions, hemiplega, hyperalgesia, hyperesthesia,
hypokinesia, hypotoriia, manic depression reaction, muscle spasm, neuralgia, neurosis,
paralysis, peripheral neurit.

Respiatory System

Infrequent: Yawn.

Rare; Hiccup, hyperventiation.

‘Special Senses:

Frequent: Amblyopia,

Infrequent: Abnormaity of accommadation, conjunctivits, dry eyes, ear pain,
pnumpnema, taste perversion, tinnitus.

. bacrivaton disorder, oscilopsis, parosima posi, straismus, taste
e et v ok dore

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

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

6.3 Postmarketing Experience

e folowing dverse reactons navebeen dented durg postapprovaluse of

population
of uncertan size, Kot amaye posshieto Telably estimate ther frequancy of esablsh
causal relationship to drug exposur

‘ioad and Lymphatic

Aqlanu\ocylosws hemolytic anemia, Nmpnadennnalhy not associated with
ypersenstiity dsorder, pseudolymph

Gastrontestinal
Esophagtis.
H flary Tr n

Pancreatits.

Hypogammaglobulnemia, lupus-iike reaction, vascuitis.
Lower Respratory.

Apnea

Musculoskeistal

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

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

Non-site Specific

Progressive immunosuppression.

‘Renal and Urinary Disorders

Tubulointerstital nephrits (has been reported alone and in association with uveits).
Skin and Subcutaneous Tissue Disorders

Photosensitivity reaction.

7 DRUG INTERACTIONS
Significant drug nteractions with motrigine tabets are summarized i this section.
Urine 5 dphospho-gcurony transferases (UGT) have been dentiiod as the
enzymes responsible for metaboism of lamotrigne. Drugs that induce or i
Gucuronioaton ey, herlare afectth app it eaanceof moghe. Srong o
modersie nducers o the ytochrome P45 3A4 (C1P3AY) enzyme, which e oo
Known t Induce UGT, may 8o ennance the metabolsm of amoti
Those drugs that have been demonstrated to have a clinically significant impact on
meirighne metabolsm ore utined n Tabe 13, Spectic doshg gudancefor hese drugs
i provided  the Dosage and Adminstraton secton,and. fr wormen aking esirogen-
Sontainng products, ncudn orl ontracspthes, I the Warnngs nd Pectons
1 [see Dosage and Administration (2.1), Warnings and Precautions (.9).
Addtional detais of these drug nteraction studies are provided i the Clnical
Pharmacology section [see Cinical Pharmacology (12.3)]

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

containing 30 mcg
150 meg levonorgestrel

Carbamazepine and carbamazepine epoxide
Lopinavirfritonavic

Atazanavirritonavir
Phenobarbitaljprimidone

Vaiproate

creased (induces lamotrigine glucuronidation).
1 ncreased (nhioks amettine ghcuronidaton)
Conficting

Effect of L amotrigine Tabiets on Qrganic Cationic Transporter 2 Substrates.

Lomatrine s an btor of cenltubulr secreton v orgnic catonic transporter
(OCT2) proteins [see Cinical Pharmacology (12

+ lamotrigine
1 cosbamazepie spoxkle

1 amotrigine
? valproate

2

Ve o carsan drcgs tht re b axcreen vo e, ke, Condminensadin of

lamotrigine tablets with OCT2 substrates with a narrow therapeutic index (e.g.,
dofetilde) is not recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Exposure Registry

s 2 regnancy exposure regetry that moriors pregnancy outcomes i women

Who are taking lamotigine tabets Guring pregnancy to enrolln the North American
Anteplepti Drug (NAAED) Pregrancy Regitry by caling 1-880-233-2334 or viking

/I aedpregnancyregistry.or

Data from and
Studles of pregnant women hove no desected an incroased frequency of Mofr
congenital malformations or a consistent pattern of maiformations among w

omen
posed to amatrgine compared Wk the gensral popution (ee Data).The mafrty f
g reg with epiepsy. In animal

of

3 of preg
toxicity (increased mortalty, decreased body weight, increased structural variation,

neurobehavioral abnormaities) at doses lower than those administered ciinicaly.

Lamotrigine decreased fetal folate concentrations in rats, an effect known to be
a330cited wih a0verse pregnancy outcomes i anmai and humans (see Data)

inhe U, general popultion the estimated background rk of mafor bt defects and

miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 2(
respectively.

inical Consideration:
Disease-associated Maternal and/or Embryofetal Risk
Epilepsy, with or without exposure to antiepleptic drugs, has been associated with

several adverse outcomes during pregnancy, including preeclampsia, preterm labor,

antepartum and postpartum hemorrhage, placental abruption, poor fetal growth,
prematurty, fetal death, and maternal mortaity. The risk of maternal or fetal injury
e grestsstfor patients wth unisated or poory controle convulie saiurss. Wor
i eplepsy who become pregnant should ot abrupty discontinue antepleptc
kit oot e et the sk of statos e

e ey e T hrstent [oce Wavrings and Precodtins (330

Pregnancy and tpartum Period

s wkh other AEDS, physiclogislchanges during preghancy may sffect origi
(ancenlraﬂons andjor therapeutic effect. There have been reports of dec

lamotrigine concentrations during pregnancy and restoration of pre-pregnar
Concenirations after deiery. Dove adustments may bé necessary to mantan cn
response.
Data
Human Data: Data from several international pregnancy registries have not shown
increased risk for mafformations overal. The International Lamotrigine Preanancy

may

mgs,

ical

an

Table 13. Established and Other Potentially Significant Drug Interactions

Decressed motrigne concentrations approximatel SO%
Decrease in levonorgestrel component by

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%.

Increase matrigine concentratons skt more than 2ok

There study resuts 1) 2 mean

in healthy volunteers, 2) no change in valproate concentrations in controled cinicaltrials in patients with epllepsy,



ety repoted mar congenkalmaformations n 2.2% (5% C1: 6%, 3.1%)of
8 infants o to lamotrigine monotherapy in the first trimester of pregnancy.
The NARED Pregnan:y Registry reported major congenital mafformations among 2.0%
of 1,562 infants exposed to lamotrigine monotherapy in the first trimester. EURAP, a
large international Dregnanty regtryTocused outside of North Amerca repartad mafor
Dith defects 1 2.9% (95% C: 2.3%. .75 o 2,514 exposures o motig
erapy I the fst rimester. The frecuency of mafor congental malformations
o s ates from e senerol poptatan.

The NARED preonancy Registy abserved an ncreased risk of soited oral cefs: among
2,200 infants exposed to lamotrigine early in pregnancy, the risk of oral clefts wi
00D 553 € 14, 30 3160 messcd Tk veraus Unes osed heatny contros
G fnding has i beerobserved i Oiher e ge nrnatonalpregnancy regeire
Furthermore, a case-control study based on 21 congental anomaly registries covering
over 10 millon births in Europe reported an adjusted 0dds rati for isolated oral clefts
with lamotrigine exposure of 1.45 (95% Cl: 0.8, 2.63).
Severl meta-onalyses Nave ot reportd an ncressed sk o malr congentol

folow with heatthy and
Gsease matched controls. No paterns of Specti maformaton ypes were observed.

evaluated the risk of
nchding fetal desth, st\\lﬂrth preerm bith,smal for gestatonal age and
nebrodevelopmentaldey. Afhough there are o data suggestng an ncreased rik of
e arcomes wen bt ghe ranomerany Sxbosure Sirarences houmce
efhtion, sscertanment methods, and Comparator aroups ik the conclusions that

can be drawn.

al Data: When lamotrigine was adminstered to pregnant mice, rats, or rabbits.
Guing the paiod of 1 ganogeneat (oraldoses of b ic 135, 35, 2t 30 A/,
respectively), reduced fetal body weight and increased incidences of fetal skeletal
variations were seen in mice and rats at doses that were also maternall toxic. The no-
effect doses for embryofetal developmental toxicity in mice, rats, and rabbits (75, 6.25,
and 30 mg/kg, respectively) are simiar to (mice and rabbits) or less than (rats) the
human dose of 400 mg/day on a body surface area (mg/m?) basis.

In astudy in whi 0f 0,5, o

S5 mglke) curing e pard of o Gamoganeals ond oftpring were evalited postral.
neurobehavioral abnormaities were observed in exposed offspring at both doses. The
lowest effect dose for developmental neurotoxiclty in rats is less than the human dose
of 400 mg/day on a mg/m 2 bas’s. Maternal toxicity was observed at the higher dose.
tested.

e pregnant rets were st amavigine(oraldose of 0. & 10- o 20 malks)

during the tter part o gestaton and troughout ctation, ncreased offs

oriaity (nceing SulbE ) wes seen ot e lowest sffect dose for pre- and

postnatal deveopmentaltoxichy n rats & s har e human dose of 400 ey o
mag/m? basis. Maternal toxicity was observed at the 2 highest doses tested.

hen ad 4 1o pregnant rats,
at doses greater than or equalto 5 mg/kday. which s ess than the human dose of
400 mg/day on a mg/m? bas

8.2 Lactation

Lametrighe s preser i mik from ictaling wornen taking amotrigne tablts (s Date
Neonates and young infants are at risk for high serum levels because maternal ser.
and ik vl ca e o i el poswanum if lamotrigine dosage has b

durig pregnancy but s no reduced afer dshery tothe pre-pregrancy
Gosage. Gucuronaton s Yequired for arug ckarance, Gucuroniaton Capacty &
st e Mot ane to ey oo, Comttato he kv of ot coposure.

Events including rash, apnea, drowsiness, poor sucking, and poor weight gain (requiring
hospitalzation in some cases) have been reported i infants who have been human milk-
e thers using lamotrigine; whether or not these events were caus

matrign s unknown. No dataare avalsble on the ffects of the g on ik

3 heath benfts of ong weh
n the

the mother's cinical
Ereasited fant from mowgine o or from the undorhing mortna condbors,

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 i infants with lamotrigine

Data
Data from mukipe smal studes ndicatetha amotrigne plsa levels n ursing infants
/e been reported to be as high as 50% of maternal plasma concentratio

8.4 Pediatric Use

Lamotrigine tablets are indicated as adjunctive therapy i patients aged 2 years and
older for seizures of syndroms

and PGTC seizures.

afety and efficacy of lamotrigine tablets used as adjunctive treatment for partial-onset
Seizures were not demonstrated in a small randomized, double-bind, placebo-controlled
Whdrawa il i very young peditric patients (aged 1t 24 months). Lamotrighe
re associated with an incre or infectious adverse react

(g s 37%-Wacebs 550 and resprotary sdveras rascions fomotrigne
tablets 26%, placebo 5%). Infectious adverse reactions included bronchivitis, bronchis,
ear infection, eye infection, ottis externa, pharyngiti, urinary tract infection, and viral
nfection. Respiratory adverse reactions included nasal congestion, cough, and apnea.

Binolar Disorder

Safety and efficacy of lamotrigine tablets for the maintenance treatment of bipolar
fer were not estabiished in a double-biind, randomized withdrawal, placebo-

controlld trial that evaluated 301 pediatric patients aged 10 to 17 years with a current
manichypomanic depressed, o mixed mood epiode s defined by DSWAVTR. n the
randomized phase of the iverse reactions that occurred in at least 5% of patients
king Bmott e 1Bt (n = 37) and were s o cormmon compared wkh patents

) were influenza (lamotrigine tablets 8%, placebo 2%),
gropharyneslpn (bmotrigne tabts 8% plcebo 2%4), vomitng (anotrige tiets
6% Dlacebho 2% contac dermaits (motrgine tablets 5%, piacebo 2%. u
cbdominal pan (amotrigine tabes 5%, pacabo 1%), and suceal
Tamanrgne abies 5% picabd 0%

venie Animal Data

In a juvenie animal study in which lamotrigine (oral doses of 0, 5, 15, or 30 mg/kg) was
administered to young rats from postnatal day 7 to 62, decreased viabilty and growth
were seen at the highest dose tested and long-term neurobehavioral abnormaities
(decreased locomotor activty, increased reactivity, and learning deficits in animals tested
25 aduks) ware observed ot the 2 highest doses. The no-effect doss for adverse

n juveniie 0 mo/day on

amg/m2 basis,
8.5 Geriatric Use

Cinical trials of lamotrigine tablets for epilepsy and bipolar disorder did not include
sufficient numbers of patients aged 65 years and okder to determine whether they
respond diferenty from younger patient or extbk 3 diferent safety profiethan that

eneral, e cautious,
e Sartng at e lom an f 1 dosing range. efecing e arester roauency of
decreased hepatic, renal, or cardiac function and of concomitant disease or other drug
therapy.

8.6 Hepatic Impairment
Experence i patents wkh hepatc mpsment s med. Based on a clnial

pharmacology study i 24 subjects weh mid, moderate, and severs ver impsire,the

following general e [see (12,

Cngb sdkmtment s necded  pedints with it Thpck mont ok ocason,

maintenance doses should generally be reduced by approximately 25% in patients with

moderate and severe Ier mpamert wahout asckes and S0% i patents Wkh severe

impairment with Escalation and maintenance doses may be adjusted
Secoraing 10 cinkalresporse fcs Dosege and Adminiiraton (1T

8.7 Renal Impairment
Lamotrighe s metabotzed many by glucurank: scd conlugatn, wkh the oty of the
being recovered in the urine. In a small study comparing a single dose of
et I aubfcts i Vorying 40 of 11 pds ment i peskhy vamteers.
the plasma half-Ife of lamotrigine was approximately twice as long in the subjects with
chroni renalfallure (see Cinical Pharmacology ( 12.3)]
Initial doses of lamotrigine tablets should be based on patients' AED regimens; reduced
maintenance doses may be effective for patients with significant renal mpairment. Few
patients with severe renal impairment have been evaluated during chronic treatment
with lamotrigine. Because there i inadequate experience in this population, amotrigine
tablets should be used with caution in these patients [see Dosage and Adminstration
@]

10 OVERDOSAGE

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

10.2 Management of Overdose
‘There are no specific antidotes for lamotrigine. Folowing a suspected overdose,
hospitalzation of the patient s advised. General supportive care is indicated, including
frequent monitoring of vitalsigns and close observation of the patient. If indicated,
emesis should be induced; usual precautions shoud be taken to protect the airway. It
should be kept  ind tt mmediate ckase amotrigne & apidy sbsorted [see
Clinical

harmacology (12.3)]. It s uncertain whether hemodalysis is an effective means.
of removing amatrigne fom the bood I  renal Talre patents, about 20% ofthe
ount o Bmotrigneinthe body was reroved by hemodlysi

Semaion. A Pokon 2onirol Center shoi bé contacted fo nformation n the
management of overdosage of lamotrigine tabets.

11 DESCRIPTION

Lamotrigine, USP an AED of the phenykriazine class, is chemicaly unrelated to existing
AEDs. Lamotrigine's chenical name i 3,5-diamino-6-(2,3-dichiorophenyl)- as-triazine, its
oeulr ormul s C it 1 sClz nd s molecuar et 250 05 Lamevigne, UsP
2 white to pale cream-colored powder amotrigine, USP is very
Sy oLl i (017 gt o 25-0) Wby 2ol 6.5 MHCI (40
mgimL at 25°C). The structural formula s:

£, QL

. USP are supplied for 5-mg (white to
ee) o 100 g (ks off e) et Each et contane b amaunl
of lamotrigine, USP and the following inactive ingredients: lactose monohydr

gnes Siearate mlcrocryStal ehose povitans and sodum atarch oycobte

Meets USP Dissolution Test 3

N

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

unknown, inaniml ook dosgoad to deoes oot scity. mm«xmme was
effective in in €S) ar
Den(y\enelmrazo\ {scMet test, and prevented seizures n the wsuawy ol dctrcaly
ked after-discharge (EEAD) tests for antiepieptic activty. Lamotrigine akso displayed
NbRory propertes i the Knding model  rat bt during knding development and
the fuly kindled state. The relevance of these models to human epiepsy, however, s not
nown,

One proposed mechanism of action of Bmotrighe, th relevance of which remais to be

in humans, involves an effect ek, In Viro pharmacologcl
ovate Sagbent ot Ermotlome A vokege samski sodim than o there
stabilig neuroral membranes and consequently moduaking resyraptic ‘ransmitter
release of exciatory amino acids (e.g., glutamate and aspartate).

Effect of | Activiy

La t inhibit ol in rat
cortical sices or NMDA-induced cycic GMP formation in immature rat cerebelum, nor did

that are either
this glutamate receptor complex (CNQX, CGS, TCHP). The ICso for lamotrigine effects on
NMDAnduced curents (1 thepresence of 3 M of el i culured Hgpocampal

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

12.2 Pharmacodynamics

Folate Metabolism



In iz Bmotrigine ibked diyofate reductase the nayme ot catabzes the
reduction of dinydrof o, InhEKin of ths enzyme may terfere
i She bosynesh of i B and proléine. e o1l o Soses o ot
Ve Ghen t pregant s aurig orgANGGeNeSE, et pacenta, ana maernal fote.
concentratons werereduced. Sgnficanty reduced concentations of foate are
eratogenesis [see Use in Specific Populations (8.1)]. Fol

Comcentrations were st raduced n mak 1ot G ropéated oraloses of Brmorigine

educed concentrations were partialy returned to normal when supplemented with
folinc acid

Cardiac Electrophysioloay

Effect o Lamotrghe: I o studes show that amotrighe exhis Class 19
e humen

Corane Yo Ehamncls wih 158 e and ofoct Knerke and St1ong
dependence, consistent with other Class IB antiarrhythmic agents. At mevapeun: doses,
lamotrigine did not siow ventricular conduction (widen QRS) in heakhy indivi

tharough QT study;however, n patnts wkh clnialy mportant structural o Bonctorl
heart disease (i, patients with heart fajure, valvular heart disease, congenital heart
isease, condcton system dsease, ventrcul arrhythmias, cardioc channelopathes
lesg. Brugada syndrome,ciicaly important scherc heart dsease or mukip ek
factors for conduction
(widen QRS) and nduce ooy wheh con b o S0 e Frwsted neart
rates coud akso increase the risk of ventricular conduction slowing with lamotrigine.
Effectof Lamotrigne Metabolt: I dogs, amatrigne s xtensivel metabolzed t  2-\-
ation of the PR
terval, witening of the ORS omplex. an, & higher doses, compiete AV conducton
Dock. The 1 vero dectrophysiolgicalefects of s matabolke have not been studied

e oy
Reve beon Toung 1 urman s e Ginkcal Pharmacology (12 ) awee

increased in patien
T 5 recueed copatiy  Gheuoniiee BTG ol £ patnts e bt b,
patients taking concomitant medications that inhibit glucuronidation)
Accumulation in Kidneys
Lamotrigine sccumated 1 the ddney ofthe male at, causing chronic progressive
nephrosis, necrosis, and mineralization. These findings are attributed to
itoglobuin & specs-and sexspecfic proten tht has ot been Genetrad i humans

er animal s

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 after a single dose in rodents.

12.3 Pharmacokinetics

‘The pharmacokinetics of lamotrigine have been studied in subjects with epilepsy, healthy
young and eldryuolnters, and voitecrs wth chronic ena foure, Lamotrgine
pharmacokdnek parsmetes fo sl and peditric sublects snd heskhy normal
Volunteers are summarized n Tobies 14 a

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

Healthy volunteers taking no other medications:
Segle-dose Bmot

179 22 28 048
Multple-dose lamotrigine 025 120) (14.010103.0) ©012t0110)
36
056040 (11610 616) (02410 1.15)
Healthy volunteers taking valproate:
Single-dose lamotrigine e s 030
Mukiple-dose bmotrigie 3 (10t 4.0) (315t 88.6) 01410042)
18 ©05t035) @191 1135) (012100.33)
Subjects with epilepsy taking valproate only:
Singe-dose lamotrigine
4 48 588 028
(18t08.4) (30510 88.8) (0,16t 0.40)
Subjects with epilepsy taking carbamazepine, phenytoin, phenobarbital, or primidone® plus valproate:
Single-dose lamotrigine
2 38 272 053
(1010 10.0) (1210516) ©0.27t01.08)
Subjects wEh aplesy taking carbamazepine, phenytoln, phenobarbial, or primidone:
Single-dose lam
2 23 144 110
Ve dose amatrghne 05150 (6.41030.4) ©5110222)
7 20 126 121
(©0.75105.93) (1.5t230) (0.66 10 1.82)
e maoriy of parameter means determined in each study had coeffcints of
Voo between 309 and 0% fof hall e and CLI and beweet 304 and 0% for
Tngy s overs mean vabes were calcuted trom sl sty means it were
weighted based on the umber of vonieers/suiects n cach
parentheses below each parameter mean represent e range of el
volunteer/subject values ocross studie
© Carbamazepine, phenytoin, Dhenabsvhms\ and primidone have been shown to increase
th Tamotrigi nd
other drugs,such o rfompin and protease nhibtors bpnaviirionayt and
0 been shown to
th ceracions (.
Absorption
Lamorigine s rapdy and competel absorbed ater oraladmsaton i neaibe
firt-pass metabolsm (absolute bioavaiabilty s 98%). The bioavaiabifty is not affected
by Toad Peak plasa Concentiations accur anynere rom 1.4 1 4 hours folowin
drug administratio
Dose Proportionalty.
n healthy volunteers not receiving any other medications and given single doses, the
plasma concentrations of lamatrigine increased n direct proportion to the dose
administered over the range of 50 to 400 mg. In 2 smal studies (n = 7 and 8) of
patients with epiepsy who were maintained on other AEDS, there also was a incar
and lamotrigine o steady state
following doses of 50 to 350 mg twice daiy.
Distribution
Estimates of the mean aparent vokme ofdtiution (VAF) of omotighe olowng
oral adminstration ranged from 0.9 to 1.3 Likg. VG/F & independent of
i T el and Rle o5 et packnts w91 omd i neskhy
volunteers
Proten Bindi
Data from in viro studies indicate that lamotrigine is approximately 55% bound to
human sasma rotens a pasma smotrgine concenratins fom 1t 10 meg/mL (10
meg/mL is 4 to 6 times the trough plasma concentratio
effcacy i) Because motrigne s ot highybound topisma proten, gy
siicont nteractions e oihercrugs hrough competzion for proen bndng sies
Uikl T Sivig of ok e o pase brtews 9K et nange
presence f terspeuic concntrationsof pheyta, phenabathal o abroste
from proten-binding stes.
Metabolism
matrigine s metaboized predominantly by glucuronic acid conjugation; the may
meabolte s an nactie 2 glcuronie conpgate. Aftr oraladminsizaton of 240 mg
of 14C.lamotrigine (15 i to & heaky volunteers, 94% was recovered in the urine and
2% was recovered in the feces. The radioactivy it the urie consisted of unchanged
amotrigine (10%), the 2-N-ghicuronile (76%), a 5-N-glucuronide (10%), a 2-N-methyl
metaboite (0.14%), and other unidentifid minor metaboites (4%).
Enzyme Induction
The effects of lamorigine on the induction of speciic familes of mixed-functon oxidase
sozymes have not been systematicaly evakiated
Folowing multple adminitrations (150 mg twice daily) to normal volunteers taking no
other medications, kmotrigine induced ts own metabolism, resuling n a 25% decrease
and 2 37% increase in CLFF at steady state compared with values obtained i the
same voknters olowing » singe dose Evidence gathered fom athe sources
sig9ets et so-nucton by omotine may o ocur whe ot s gven
patients receiv aru
pher\ytmn TocnobarbAal privione, or othar aruos such o Hlamoi ant e prorease
Gucuronianon e Brog meracions (11
Elmination
The st ol e and pparent clarance of amotrgine folowng oo
trigine th epiepsy and i
i i T 14, el N a1 SpParent 7 i ory Gepenaig on
concomitant AEDs.
Drug Interactions.
The apparent clearance of lamotrigine s affected by the coadminstration of certain
medications [see Warnings and Precautions (5.9, 5.12), Drug Interactons (7)1
effects of drug nteraction wih amotrigine re summarized in Tabes 13 and
T o by e of i g vt st ve
Table 15. Summary of Drug Interactions with Lamotrigine
Drug Drug Plasma Concentration with Adjunctive Lamotrigine @Lamotrigine Plasma Concentration with Adjunctive Drugs b
(eg. ©d N
Arpprazole Not assessed o
Atazanavirtonavir ot B
Bupropion Not assessed -
Carbamazepine - '
Carbamazepine epoxided
Felbamate Not assessed -
Gabapentin Not assessed -
Locosamide Not assessed -
Levetiracetam - “
Lithium - Not assessed
Lopinavirritonavi- we i
Olanzapine - ae
Oxcarbazepi - “
10- Mw\uhydrnxy oxcarbazepine metabolte ! “
Perampan Not assessed -
Phenubarhnav;:nmdcne o '
enytoin “ '
Pregoain o M
Rifampin Not assessed '
Risperidont - Not assessed
Sydronyrsperone! “
Topeamate o “
Valp s T
Valroste + phenyton andor Not assessed -
carbamazepine
Zonisamid Not assessed -
§ From adinctye cinicalat nd loier s
©Neterec

4 Modest decrease n levonorgestrel
© Slight decrease, not expected to be cinically meaningful
! Compared i fstoreal contrs

ot adminstered. bt an ocive mtatelte ofercabazepie
i Not administered, but an active metabolte of rsperidon
1 Sight ncrease not expected > he cnkaly meanngh.
= Nossignifcant effect.
Conficting data.

Estrogen-Containing Oral Contraceptives.

In16 . an 30 meg
ethinylestradiol and 150 mcg levonorgestrel increased the apparent clearance of
lamotrighne (300 mo/day) by approximately 2fok wkh mean decreases n AUC of 52%
6 Craxof 39% Inthis stucy, trough serum lametrgine concentratons gradualy
e appreX ey 210k e on aveage e and f e etk o
the acta hormone preparafion Compares wh rough Bmetrighe concentraons 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,
phenyton, phenabarbl, primilone, or ther drugs such 35 fampn and the professe
inhibito

Ghcuronidaton [sos g Imaracions (1] The meresse . arotang phsma levels
wil be greater if the dose of amotrigine is increased in the few days before or during the
pil-free week. Increases in lamotrigine plasma levels could result in dose-dependent
adverse reactions.

In 2 of mg/day) in 16
d no ffect th pharmacokinetis of th ethinylestradiol component of the oral
contraceptie reparation, There were mean decreases I the AUC and G of the
levonorgestrlcompanent of 19% and 12%, respectvely. esurement o

nany o
e otimears, athaugh measurementof scrum Fot: L and asadi meared ot
there was some 0ss of suppression of the hypothalamicpituitary-ovarian axis.

‘The effects of doses of lamotrigine other than 300 mg/day have not been systematicall
evaluated in controlled clincal trial. Studies with other female hormonal preparations.
(including progesterone/progesterone-containing HRT) have not been conducted.

the observed on
unknown. Howeter, the possbity of decesse contracepte effcacy n some patients
cannot be excluded. Therefore, patients should be instructed to promptly report
Ranges o ek menstras e (e, preak theouah iedna]

may be nen receivin
products, including [see Dosage and.
(1),

ther Hormonal Contraceptives or Hormone R nt Ther

‘The effect of other
therapy on the pharmamkw\m\cs of lamotrigine has not been  Systematicaly evaated. 16
been reports

oo gne o 2 108 g i prodeste oy ik nad 20 et om moirgne pasrma
levels. Therefore, adjustments to the dosage of lamotrigine in the presence

progestogens alone willikely not be needed.

Arpiprazole

In 16 patints wih bplr disorder on  stabl regmen of 100 o 400 mgicay o

Ernotah he ot g A and o sewerd 0ok oy poroximrcy 10% 1

paents who recelved ariprazole 100 30 mg/day for 7 days, folowed by 30 mg/day

for an addtional 7 days. This reduction in lamotrigine exposuré i not consider

clincally meaningful.

AtazanavirRitonavic

In a study in healthy volunteers, daly doses of atazanavir/ritonavir (300 mg/100 mg)
reduced the plasma AUC and Crexf amotrighe (sngle 100.mg dose) by an average of
% and 6%, respectively, and shortened the eimination haf-ives by 27%. In th

Sresence of asmravttona (300 ma/i00 mg) the meabolte o/ botrigne ratio
was ncressedfrom 0.45 to 071 cansitent weh mductn of ghcurankisto

of Concompant
lamotrigine to in lamotrigine.
Bupropion
Thephormocokinees of a 100-mg snge dose o Lmotrigne b heatty vouteers (1 =
12) werenot chan of bupropion
(T30 m e ) Staing 11 G petore moregne

Carhamazepine

La
conceraton: Limice clscal data suggest tere & a higher ncience of dicd

diplop, ondBured vion n patnts receting carbomazepine i amorriane
o patints receiving other AED wih Bmotvgne (se6 Adverse Reactons (6.1 The
mecransm of th Eteracuon & uncior The efectof metrighe on pasa

7 studedina aceho.conirales ) Brmowgie nad no afect on corbamazepine
epoxide plasma concentrations, but in a smal, uncontrolled study (n =
carbamazepine-epoxide levels increased.
The addition of by
approximately 40%.
Febamate
In il 2 heakhy vounteers, coadminstraton of febamate (1,200 mg twice daiy)
with lamotrigine (100 mg twice dail for 10 days) appeared to have no clinicall relevant
ects on e sharmacakinecs of bmotrgie.
Ealate Inhibitors.
motrigine is a weak inhibitor of dinydrofolate reductase. Prescribers should be aware
of this action when prescribing other medications that inhibit folate metabolism.
‘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 lamotrigine.
Lacosamide.
Plasma concentrations of lamotrigine were not affected by concomitant lacosamide
(200, 400, or 600 mg/day) in placebo-controlld clinical trils in patients with partial-
onset seizures.

Levetiracetam
Potentldrug nteractons between lvetracetam and amotriine were assessed
caniratons of both assnte Gurig pacebo-conmroled cineal k.
e s ot it of
that not influence the of
lamotrigine.
Lihum
of aktered in i 20) by
coadministration of lamotrigine (100 mg/day) for 6 days.
Lopinavir/Ritonavic
The addrion of piavi (400 mg twice daly)rkanavr (100 mg twe dsh) dscressed the
. Cona, and eimination haif-fe of lamotrigine by approximately 50% to 55.4% n 18
heathy Subpcis T, pharmacoknet o bpnaviirtonaue were simir win
ared with t
Olanzapine.

The AUC and G of alanzapine were simiar olowng the addton of oanzapine (15 mg
once daiy) to lamotrigine (200 mg once daiy) in healthy male volunteer

Compared Wi the AUC and Crax i heakhy male vokineers recening nzaphe aone
(=

Inthe sams 7, the AUC and Gngsof bmotrighs were reduced an average by 24% and
20% respectively, folowng the addin of oRnzapine to motrigne i heakny

oniears comper e i inase recening Iomoueine Sane THe reduchon i amorrgine
Pasma concentratons s ot expected (o be cincaly meaningfol

Oxcarbazepine.
The AUC and C max of
abke wer< o Simtcanty iterent folowing the el of oxcarbazepine (600
lunteer
T

ma twice daiy) to lamotrigie (200 mg once daiy) i healthy male vl
compared with receiving

I the same il the AUC and Gy o motrigine were siar folowng he sddton of

headache, dzzess, nausea; and somrlence wih coadminsration of amoirigne -1
with

‘Perampanel

In a pooled analysis of data from 3 placebo-controled cinical trials investigating

adjunctive perampanel in patients with partia-onset and PGTC seizures, the highest

perampanel dose evaluated (12 mg/day) increased lamotrigine clearance by <10%. An
 this magnitude i not considered to be cinicaly relevant,

‘Phenobarbital Primdone

‘The addtion of

concentrations by approximately 40%.

Phenytoin

Lar no
in patients with epiepsy. The addtion of phenyton decreases lamotrigine steady-state
concentrations by approximately 40%
Preqabaln

otrigine d by
concomtant pregabin 1250 g 3 s oy admlms[vamn Threareno
pharmacokinetic nteractions between lamotrigine and pregat
Rifampin
In 10 male volunteers, rfampin (600 ma/day for 5 days) significantly increased the
apparent clearance of a single 25-mg dose of lamotrigine by approximately 2-fok! (AUC
decreased by approximately 40%).

ammnug

daiy had no
(Hm(aly significant effect an lhe single-dose Pharmamkmeﬂ(s of r\sper\done 2 mg and

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

Topiramate

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

Valproate
When lamotrigine was administered to healthy volunteers (n = 18) recelving valproate,
the trough steady-state valproate plasma concentrations decreased by an average of
25% over a 3-week period, and then stabiized. However, adding lamotrigine to the
existing therapy did not cause a change in valproate plasma concentrations in ether

It or pediatric patients in controlled clinical triaks.

e addition of in normal
volunteers by slightly more than 2-fok. In 1 trial, maximal inhibition of lamotrigine
clearance was reached at valproate doses between 250 and 500 mg/day and did not.
increase as the valproate dose was further increased.

Zonisamide

In a study in 18 patients with epiepsy, coadministration of zonisamide (200 to 400

ma/day) with lamotrigine (150 to 500 mg/day for 35 days) had no significant effect on

the pharmacokinetics of lamotrigine.

‘Known Inducers or Inhibitors of Glucuronidation

Drugs other than those lsted above have not been systemataly evabated

combination with lamotrigine. Since lamotrigine is metabolzed predominately by

ghicuronk acklconugatin, drugs thak ae known to hduce oF it curonkiaton
ct the apparent clearance of lamotrigine and doses of lamotrigine may require

adlostment based on cinkalresponse.

Other
Inviro assessment o the nhbkory effect of amalrigineat OCT2 demanstrate that
lamotrigine, but not the N(2)-glucuronide metaboite, is an inhioitor of OCT2 at potentialy.

I iwant ot tons i gt o1 55 M [ose g Ieractions 01

esuts o i v expernents suggest ot clarance of motrighe & urkel (0 be
reduced by concomitant administration of amiriptyine, clonazepam,
Toxcane habperon orasapem, Dhenckne. scrraive, of wasodene.

FResuls of i utro experiments suggest that amatrigne does not reduce the cerance
of drugs eiminated predominantly by CYP2D(

Specific Populations

atients with
creatinine clearance: 13 mUmin, range: 6 t0 23) and another 6 individuals undergoing
hemodilysis were each given a single 100-mg dose of amotrigine. The mean plasma
ha ives determined i the stucy were 42 hours (conicrenal faure), 13 0 ours
(during hemodialysis), and 57.4 tween hemodialysis) compared wil
hours 1 heakhy volITteers. On average, approximatey 20% (onge: 8610 et ne
amount of lamotrigine present n the body was eiminated by hemodalysis during a 4-
hour session [see Dosage and Administration (2.1)).
Patints weh Hepatic mpa¥ ment The pharmacokinetics of Bmalrgine folowng  snge
fose of kmotrigine were evaluated i 2
Severehepate moaRment (Chk-Puph dsssnﬂ(aﬂon sys[em) i compredwin 12
Subjects without hepatic mpamen i) severe hepatic impairment were
o aSChe (1o 2)of whh asches (= 51 The maam appren Ckarances of
lomafrigne n subjcts weh mid (1= 12), maderate (1 = 5, severe whout ascies (0 =
2), and severe wih ascites (n = ) iver impairment were 09,024 0.1, 0.21
0,04 and 0,15 + 009 mLmink respectivehy 23 Compatedwi 037+ o
mimir/kg in the heakhy controbs. ean half-ves of lamotrigine in subjects
moderat,severe wthout asces, and severe wh ascies hepaic o mont wered6 =
573 11, and 100 5 48 hours, respectey, a5 compared wih 33 = 7
Rour n vy contios 1oee Dossge nd Adrmmearaion 3
Pedatric Patiens: The pharmacokintcs of amotrighe folowing asigle 2-mgkg dose
were evaluated in 2 studies in pediatric subjects (n ubjects aged 10 months to
S e L 28 for U 30603 18 51 yre. Fory e UBft racones




concomtant therapy wih other AEDS and 12 subjects received lmotrgine as
‘monotherapy. Lamotrigine pharmacokinetic parameters for pediatric patients are
summarized i Table 16.

Population pharmacokinetic analyses involving subjects aged 2 to 18 years
b

luenced y total bady
vielght and concurrent AED therapy. The oalcearance o brotrigne was igher, on a
body weigt bas, i pedtic patents than i Weight-normaized lamotrigine

Clatance was higher i those Sublects welghing <30 kg compared wh those welghing
230 kg, Accorcingy, patints weighing <30 kg may need an Increase of as muc)

eghing =30 kg beng admintereq the same AEDS [see Dosage and Adminstration
2.2, Thess snsses ko revld i, sfersccountng or oty weht. brirghe
clearance was not significanty influenced by . 0o seme waghe aduoied doses
o administered to chicren stespective of Gfferences n ag6. Concomiant AEDS
which influence lamotrigine clearance in aduts were found to have simiar effects in

chidren.
Table 16. Mean Pharmacokinetic Parameters in Pediatric Subjects with Epilepsy
Pedtri smw Population Number of Subjects T max (h) tia(h)  CLF (mi/min/kg)
0 months to
S g carermeseaine, shenyton, phenobarbial or 10 30 7.7(5.7t011.4) 3.62(2.44 t0 5.28)
primidone (1L0t05.9)
Subjects taking antiepieptic drugs with no known effect on the 7 52 190(1291027.1) 12 (0.75t0242)
apparent clearance of lamotrigine (29t06.1)
Subjects taking valproate only. 8 449 047
(101060)  (295t0525)  (0.23t00.77)
0 11 years

Subjectstaking carbamazepine, phenyton., phenobarbtal or 7 16(1.0t030) 7.0(3.8109.8) 254 (1350 5.58)
Subjcts taking carbamazeph, phenytoin, phenobarkal or 8 33(10t06.4) 19.1(7.0t0 31.2) 0,89 (0.39 to 1.93)
primidone® plus valpro:
Subjects taking vavmaleomyb 3 4.5(3.010 6.0)65.8 (50.7 t0 73.7)0.24 (0.21 10 0.26)
Ages 13 to 1
S (akmg carbamazepine, phenyton, phenabarbial or u _« -« 13
primidon
Slbjecs taking carbamazepie, phenyton, phenobarbia, or 8 _« o« 05
primidone? plus valpre a - e 03

Dot tatg vairont only

Carbamazephe,phenytan, ohenbarbll and rimdone ave bee shown o frease
riampin,

s been

ot e the ampar k. ciorince of oo fseeorg tersctone O3]

BTwo subjects were included in the calculation for mean s

“Parameter not estimated.

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

Male and Female Patients: The clearance of lamotrigine s not affected by gender.
However, during dose escalation of lamotrigine in 1 clnical trial in patients with epiepsy
on a stable dose of valproate (n = 77), mean trough lamotrigine concentrations
unadjusted for weight were 24% to 45% higher (0.3 to 1.7 mcg/mL) in females than in
males.

Racial or Ethnic 25% lower in
RonCaucasmne than Covcesona,

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

idence of carcinogenicity was seen in mice or rats folowing oral administration of
Iamamgme for upto 2 years at doses up to 30 mg/kgiday and 101t 15 maksiday.

et doses tsted ar e than the human dose of 400 mglcay on

ey curfce sred (maimer
Lamotrigine was negative i in vitro gene mutation (Ames and mouse lymphoma tk)
assays and in clastogenicity (in vitro human lymphocyte and in vivo rat bone marrow)
assays.

No evidence of impaired fertity was detected in rats given oral doses of lamotrigine up

10 20 ma/kgday. The highest dose tested i ess than the human dose of 400 mo/day.
on a mgim? basks.

14 CLINICAL STUDIES

14.1 Epilepsy

Treatment with C: Phenytoin, Phenobarbital, or Primidone as the Single
‘Antiepieptic Drug

stabished o mukienter,
double bind clrical tna\enm“mg 156 adlt outpatients wkh partiakons es. The
Datlents experienced at last 4 Smp partia-onset, Complex partaronset, andor
secondarly generalized seizures during each of 2 consecutive 4-

receiving carbamazepine or phenytoin monotherapy during baseine. Lamotrigine (target
dose of 500 mg/day) or valproate (1,000 mg/day) was added to ether carbamazepine or
pheryten moratheropy over s ek period. Patents werethen corverted to

monotherapy with lamotrigine or valproate during the next 4 weeks, then continued on
Tonotherapy for an addtanal 12-week period

of a ecting an escape
Ceron: Gt for e ranteto asdine were : (1) Goubing of average monthl
(2) doubing of . 3)

mergence of  new sezure type (defned s  seiure tht dd not occur mmng thes-
week baseine) that is more severe than seizure types that occur during st
estment o1 ) incaty Sonfican prolongatn of generafoed onk-conk seures.
‘The primary efficacy variable was the proportion of patients in each treatment group.
who met escape criteria.
‘The percentages of patients who met escape criteria were 42% (32/76) in the group
receiving 0) in pr p. in the
percentage of patients meeting escape criteria was statisticaly significant ( P = 0.0012)
in favor of lamotrigine. No differences in efficacy based on age, sex, or race were

ed.

Patients in the control group were intentionally treated with a relatively low dose of
valproate; as such, this trial was

and safety of monotherapy with lamotrigine, and cannot be interpreted to imply the
superiority of lamotrigine to an adequate dose of valproate.

Adiunctive Therapy with Lamotrigine in Aduts with

The effectiveness of lamotrigine as adjunctive therapy (added to other AEDs) was initaly
establshed n 3 pivotl, mukicenter, piacebo-contole, double bnd cnicl sk n 353
20K with refroctory partiabonsetseizures. The paients had s hstory of o s
pariabonset seizures per month i spke o recevng 1 or more AEDS o Y trerapeit
Concentrations and n 2 of the trias were observed an ther establshed AED
during baselnes that varied between 8 to 12 weeks. In the third trial, patients were not

ed in a prospective baseline. In patients continuing to have at least 4 seizures per
month during the baseline, lamotrigine or placebo was then added to the existing
therapy. In k3 ik, change from baselne nseizure requsncy was the priman

of effectiveness. The results given below are for all partiakonset seizures in the

intent-to.trea popuaton (al patents ho received a last 1 dose of tretment)  each
trial, unless otherwise indicated. The median seizure frequency at baselne w
Week il the mean at baseine was 6.6 per week for ol atents enroled i eficacy
triaks.

One trial (1 = 216) was  double-blind, placebo-controlied, paraletrial consisting of a
24-week tratment periad,Patents couk nt be on morehan 2 other antconvulsants
and alowed. Pat
Gose of 300 maday ol Iamamgme, o 3 arge Gose o1 300 oo of margne The
median reductions in the frequency of al partia-onset seizures relative to baselne were
% in pacents receiving placeio, 20% i patients recening 305 Mmg/dey of amotrgie:
and 36% in patients receiving 500 mg/day of lmotrigine. The seizure frequency
reduction was statiticaly signficant in the 500-ma/day group compared with the
placebo group, but not n the 300-mgiday group.
Asecond tral (n = 98) was a double-bind, placebo-controlked, randormized, crossover
il consisting of two 14-week treatment periods (the last 2 wesks of which consisted
o dose tapering) seporated by 4-week washout period Fatients oudnot beon more

wed. The

lamomqme e 400 moicay. when me et 12 wecks of the reptment pevids were
jian change in seizure frequency was  25% reduction on lamotrigine

Compared wih placebo (P<0.001)

Thethid rl (=

a1) w
week treotment periods separatee by a 4-week washout perod, Fatents
Cauti ot be oy ora tean's omer amteneuonts, Thrteon poterten
Concomant vaproate: these patents receivel 150 /ey of amorigine. The 28 offer
patients had a target dose of 300 mg/day of lamotrigine. The median change in seizure.
vequen:y was a 26% reduction on lamotrigine compared with placebo (P<

ences in efficacy based on age, sex, or race, as measured by change in seizure
Featoncy were dmecech

dunctive Therapy with Lamotrigine in Pedatric Patients with

The effectiveness of lamotrigine as adjunctive therapy in pediatric patients with partial
onset secures was establshed n 8 mtcentr, doule bind, pcebo-controted tralin
199 patients aged 2 to 16 years (n = 98 on lamotrigine, placebo). Folowing
an B-week . patients 1o 16 weeks of &

lamotrigine or placebo added to their current AED regimen of up to 2 drugs. Patients
were dosed based on body weight and valproate use. Target doses were designed to
approximate 5 ma/kgiday for patents takig vaproate (maximum dose: 250 ma/day)

750 m
i premiy Sy endabit o Devcemage change from basehne n al Dama}»or\sel
seizures. For the intent-to-treat population, the median reduction of al partiakons

Sekures was 36% n patints treated tn Tamatrigine and 7% on placebo, a diference
that was statisticaly signficant (P<0.01),

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

y in patients with L
o whs cxtabianed o romier. double g, pceb.contsoted il i 160
patents aged 3 to 25 years (n = 79 on arotrighe, n = 90 on phacebol Folowhng a 4-
Yack, singisbind, phaceb phase, patents were fandom
with \emolng\ne o Pacang i s thel corrant AED egmen of i 3 o
Patients were Gosed on a frcd-dose regimen based on body weght and vaproste use.
Tarpet doses were designed o approxivate 5 mofkaloay for Patents taking vaprodte

5
3
-4
?
?_a
3
i
:
B
§

( e change
from baselne i mlor mtar sezures (soric toc, mapr myocianic. i tonk:-conic
seizures). For the intent-to-treat population, the median reduction of major

Saires was 325 m paents remed wih ot e and 35 on pacaba. » ddference
that wes statticaly ignficant (P<0,03). Drop attacks were siniicont reduced by
lamotrigine placebo (9%), as 5 (36%
ERocn veraus 0% erensefo rmoriine and pacebo respectvey.

Adiunctive Therapy with Lamotrigine in Pediatric and Adult Patients with Priman

‘The effectiveness of lamotrigine as adjunctive therapy in patients with PGTC seizures
was stablshed 2 mukicentr, doubl-bind, placeoo-controled rl n 117 pedir
2nd adut patients agea 2 r ( trigine, n = 59 on placebo)
Fatnts with at s PTG Semures during an 5-wbck sl prase wert randontized
o 54 wacks of restment wih bmolrging or pceb added o her current AED
Tegimen of up 1o 2 drgs. Patients were dosed on & fixed-dose regimen. wih farget
Goves ranging from 3 t 15 makgiday for pedtrc patknts and 1om 200 0 40
mgiday for adult patients based on concomitant AEDs.
‘The primary efficacy endpoint was percentage change from baseline in PGTC seizures.
For the intent-to-treat population, the median percent reduction in PGTC seizures was.
% in patients treated with 3% on placebo, a
statistically significant (P = 0.006).

14.2 Bipolar Disorder
Aduts.

of lamotrigie in the of bipolar | disorder was
tabished in 2 muticenter, double-bind, placebo-controlled trials in adut patients (aged
m 1082 years) who met DAV crterafor biobr | dsorder, Trial L enrole ptients
o recent (wkiin 60 days) depressive epiode a5 defned oy DSV and
13 inchded patnts Wi & Curn o recent (ki 6042y epsode f mania or
Typomania as Gefned by DSWAIV. Both tras mcloded o cohors o patients (30% of 404
e Tt 245 of 171 patients T3 whts 1o yeing bipor dsorder
(410 6 episodes per year).
Inboth i, patents were erte o target dose of 200 g of bmotrigine o addon
therapy or p
Guring an . to 16-woek open abe perod Overab g1 of 17505 patents panmpamq in
the open-label period were recening 1 or more other psychotropic medic:
cludng benzodazepines slective Seroton reuptake nhbors (SORE). sk
S ehotrs (neising Slantaphe): apramts, oF K, curig tratin o eatrigne.
PR Wi 3 Calsevity ocore of 3 of et matanea for ot Gack & contmumss
weeks, including at least the final week on monotherapy with lamotrigine, were.




randomizedto  plceb-controled double bind trestment perod for up to 18 morits.

The primary sndpalt was TIME (6me o nervention fo 3 mood episode or one that was
ehaig, dme 1 dicontinLaton fo ekber an sdversa ven i wos 100 o

et 0 Bipoar disorder, o for lack of efficacy) The mood episode coud be

depression, mania, hypomania, or a mixed episode.

In il 1, paients ceceived doublslnd monatherspy whh motrighe S0 mg/day (1

50) matrigine 200 124), lamotrigine 400 m 7), or placebo (n

T Lamotigne (200, a1 400-m/ny wesment 3roups combined] et Superor
o eaceba ey i tin o ocarronce o 3 ot aptede (Noure 1) Separare
analyses of the 200- and 400-mg/day dose groups revealed no added benefi from the
igher dose.

In Tl 2. patens receved doublind monothersoy wih bmotrigne (100t 400

ma/day, n = 59), or placebo (i Lamotrigine was superior to placebo in delaying

meto occurrence oot ot (gure 3y et dote o rmavie vae

about 211 mg/day

Ahough hese trils were ot designed 1o separatey evaluate e to the occurrence of

depression or mania, a combined analyss for the 2 trials revealed a ai

Signiicant beneft fof brotrigne over piaceba it deizying the tme £o et:urrente of both
pression and mania, akhough the finding was more robust for depr

Figure 1: Kaplan-Meier Es

Mood Episode (Trial 1)

ation of Cumulative Proportion of Patients with
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Figure 2: Kaplan-Meler Estimation of Cumulative Proportion of Patients with
Mood Episode (Trial 2)
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16 HOW SUPPLIED/STORAGE AND HANDLING
motrigine Tabl P Starter Ki for Patients Not Taking Carbamazepine, Ph

25-mg, white to off white, round shape, flt face beveled edge, uncoated tablets
debossed with "45" on one side and break ine on other side.
100-mg, whiteto off whie, round shape, i face beveled dge, uncoated talets
ebossed with "1047" on one side and break i on other sid

Bister pack of 42, 25-mg tablets and 7, 100-mg tablets NDC-
69102-137-10
motrigine Tabl P Kit for Patients Taking Carbamazepine. Phenytoin,
o Primidone and Not Taking Kit).

25-mg, white to off white, round shape, flat face beveled edge, uncoated tablets
ebossed with "45" on one side and break ine on other side.

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

Bister pack of 84, 25-mg tablets and 14, 100-mg tablets. NDC-
69102-359-11

Lamotrigine Tablets. USP Starter Kit for Patients Taking Valproate (Blue Kil.

25-mg, white to off white, round shape, flat face beveled edge, uncoated tablets
ebossed with "45" on one side and bréak ine on other side.

Biister pack of 35 tablets NDC-69102-
63909

Storage
ore at20° to 250 (687 to 77°F); excursons permited to 152 (9 30°C (59° 0 86°F)
{See USP Controlled Room Temperaturel.

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

Rash

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

Hemophagocytic Lymphohistiocytosis

prio o natin of restment wih amotrigine ablts, form patents that excessive

‘occur with lamotrigine tablets and that they should report signs
or SYMpLoms such as fever,rash, of yaRadenopathy t0 3 neakhcare provier
immediately.

Mutiorgan tions, Blood Dyscrasias, and Organ Faiure

Inform patients alure
ey occur wih oot bkt solted argan flure or \sola(sd fiinhoiorig

contact their immediately f they igns or
Symptoms of hese condkions fsce Warnings and Precautons (53, 553
Cardiac Rhythm and Conduction Abnormalties
Inform patients that, due to ts mechanism of action, lamotrigine tablets couid lead to
irreguiar or slowed heart rhythm. This risk & increased in patients with underlying
cardiac disease or heart conduction problems or who are taking other medications that
affect heart conduction. Patients should be made aware of and report cardiac signs or
Symptoms £ thek heslthcars provilr iht sy, Patkents who davelop syncope should
le down with raised legs and contact their heakthcare provider [see Warnings an

Precautions (5.4)]

Inform patents, thf caregvers,and e that AEDS, ncludng motrine e,
- the rkof skl thoughts and beha lem to be alrt for the.
Bence s worsann of Symons o dapreston, any unueuol changes i mosd or
Behavir, o the emeTgence of suckal thoughts o beavor or thoughts about sef-
harm. Instruct them to immediately report behaviors of concern to their healthcare
providers.

Worsening of Sezures
Instruct patients to notify their heatthcare providers if worsening of seizure control
curs.

‘Central Nervous System Adverse Effects.

Inform patets tht mavrigin abes oy cause dizzness, sornolnce, ad ater
ptoms nd e of cenrlervous system depresson Accordogl: l\s(ruc( them

mplex machinery unti they have gai

Sl oxperence b amorns b 1 dacae whciner o no K advaresy ects

their mental and/or motor performance.

Pregnancy and Nursing

instruct patients to notfy thelr heakihcare providers I they become pregnant or intend

uring therapy and f they incend o breasfesd or

renieadh on o

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

This registry is collecting information about the safety of AEDs during pregnar

enrol paUeNts can callin to free Number 1-898-233-2334 [5e¢ Use 1 Specic

Populations (8.1)]

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

dvee them to montor iner ch o potentaladverse efets of this g, iscussthe

benefits and risks of continuing breastfe

Instruct women t oty the heathcoreprodrs  hey planto tart or stop useof
(nckuding HR). Strting

dset o ooy Sty deerise

lomotrigne piasta v, and stoppD strogen-conaningorl ontaceptes

(including the pil-free week) may significantly increase lamotrigine plasma levels [see

Warnings aﬂd Precaubons (5.9), Clinical Pharmaco'ﬂgy (12.3)] . Also ms(ruc( ‘women to

promptly

Changes in . bleecing) Emotrigne

fabkts n Combination with these meciations

Insruct patents o ney (hef hesthcare providers f they sop taking bmouigine
‘esume lamotrigine tablets without consuting their
Nk pravere,

‘Aseptic Meningitis

Inform paints that lmotrgine tablts may cause aseptc menings, nstuct them to

oty the heakhcare provders medate f they develop g nd symptoms of
ingitis such as headache, fever, nausea, vomniting, stiff neck, rash, abnor

sens\tw\tym o myas, i, confuton, or owness whl (g emorgie
tables

Potential Medication Error:

To avold a medication error of using the wrong drug or formulation, strongly advise

paints o vualy nspect thl (bl o verey nt hey sre bmotigee fabets, as el
of lamotrigine, each

and Handing (16)] Reler the
patient to the Medication Guide that provides depictions of the lamotrigine tablet
torrent
FrRRmRA
Manufactured by:
Torrent Pharmaceuticals LTD., India.
Manufactured for:
OWP Pharmaceuticals, Inc., 701 Warrenvile Road, Suite 200, Lisk, IL 60532.
8105078 Revised: November 2025
owosLAMPI1125

UIDE
Lamotrigine (la-MOE-tri-jeen) Tablets, USP
‘most important information | should Know about lamotrigine

ablets?
L. Lamotrioin tablets may cause a serious skin rash that may cause you to
bbe hospitalized or even

ere s o way o el 2 ikt ' roch wh become more serious. A serous skin rash can
lhappen at any time during your treatment with lamotrigine tablets, but &s more ikely to
happen wi the 115 2 o5 waake of reatment. Chiren ant toenagors aged between

7 years have a higher chance of getting this serious skin rash whie taking

lamotrigine tablets.




fThe risk of getting a serious skin rash is higher i you:
. Whie taking (valproic acd) or
DEPAKOTE (divalproex sodiur
+ take a higher Startng dose o Bmotrgine tabes than your heakhcare provider
ed.

» increase your dose of lamotrigine tablets faster than prescribed.

e risk of serious skin reactions may be associated with a variant in genes caled HLA-
[8*1502 in people from Asian origin (mainly of Han Chinese and Thai origin). See,
“Before taking lamotrigine tablets, tell your healthcare provider about all of
jour health conditions”.
Call your heathcare provider right away if you have any of the following:
a skin rash

» blistering or peeling of your skin

* hives

» painful sores in your mouth or around your eyes

[These symptoms may be the first signs of a serious skin reaction. A heakhcare provider|
ets.

hould examin you o decidef you shoud contiue taking amotigne tablet
othe erious blood problems or iver

roblen 5. Lamotrigne tablets can 2o cause othertypes of alergic reactons or
KSerious problems that may affect organs and other parts of your body ice your fver or
Plood cels You may of may not have 5 rash wkh these ypes of reacwns Call your
eskhcare provide rght away  you have ay of thesesymptor

lreuuent ntections
Swaling of yout face, eves, s, or tongue

swollen lymph glands

unusual bruising or bieeding, looking pae

weakness, fatigue

yellowing of your skin or the white part of your eyes

trouble waking or seeing

seizures for the frst time or happening more oft

Poin anclor tendernss n ha afea towards the top o your stomach (enlrged fver
and/or spleen)

/3. In patients with known heart problems, the use of lamotrigine tablets may lead to a
st heat beat Callyour heakhcareprovier right away f you

+ feel ightheaded.

Lke other antieplleptic drugs, amotrigine tablets may cause suicdal
oughts or actions in a very small numberof people, about 1 in 500.
(coll & heskhcare provider right sway ¥ you have any of these symptoms,
fsspacaly fthey are new, worse, or worry you:

+ thoughts about suicide or dying

atemptto comimt sicle
new or worse depression

anxi
feeing agitated or restiess
panic attacks
trouble sieeping (nsomnia)
or worse iriabiity

sctng sggressive, beng anry,or ioknt
acting on dangerous impulses

e treme hérease n ctivty and takig (manie)
other unusual changes in behavior or mood

[Po.not stop lamatrighne tablats wkhout st taking to 8 heakhears provider,
Stopping lamotrigine tablets suddenly can cause serious

Sulchal thoughts o actions can be caused by things other than medlEines. I you

have sicidal houghts or actons, your heakcare prover iy check for other

can 1 watch for sarly symptoms of suickdl thoughts and actions in
imyself or a family me
+ Pay atentonto o ehanges, especiay sucden changes, n mood, behaviors,
oughts, or feelr
Koo o el v whh your halthcare provider s scheduled.
» Call your healthcare provider between visits as needed, especialy if you are worried
about symptoms.

5, amotrigine tablts may cause aseptic meningits,  serious nflammation
[of the protective membrane that covers the brain ar
Celyor meathcare proveter ight sway I yos wave. any of ohe fotowing

unusual sensitivity to fght
muscle pains

chils
confusion
drowsiness

Peningeis has many causes other than lamotrigine tablts, wich your doctor would

/eloped meningitis whie taking lamotriging
Camotrigine (:hh(s o causg other ser lous side Cftectas for more formaton
k rovider or el y¢

[y S effect that bothers you. B surets read he section beom enties ok are

fthe possible side effects of lamotrigine tablets?”

6. 'People prescribed lamotrigine tablote have

wrong medicine because many medicines have names slmlhr e omotrigie
blets, eck that ablets.

Fabing the wrone ek ton can coone serve hemtn peamere Wihen your heathcare

provider ghves you a prescriptionfor lamotrigine tabs:

» Make sure you can read t clear

 Tak v your pharmacet 1o creck het you are gven the correct medicin

 Eoch tomeyou fllyour prescription, chéck the Glkts you receve sganst the pictures|
of the tablets below.

[ese petures shwthe dstict wordng colrs, and shapes o e tabets e o

fdentity

Fecei a lamotrigine ookt that does not ook ke one of the abits Shown below, as
o4 moy have rcete th wrong medecati

Lamotrigine Tablet:

Tah\el Strenglh Lamnmgme Tab\ets
Drawing

25mg

UPPER FACE
- @ O

UPPERFACE  LOWER FACE

re lamotrigine tablets’
T Cmcrgine ok are 2 presepton medicne use
© fogether wih other medines o reat certan types of sezures (parttonset
lseizures, primary generalzed tonic-clonic seizures, generazed seizures of Lennox-
feastaut synmomel i peopl aged 2 years and oker,
totreat in

lpeopie eged T6 years and o
g cerm rcotment of bolar | diorder to kengthen th time between
Inood episores- peopie who have been treated for moad epsodes weh other
icine.
It not ki e safe or effective in peopl ger than 18
eurs wah mood ikooce such ot b dserds: o deprosaon
| & notknown i amotrigine tabies ae safeor effctve when used sl s th fst

%5 ot known f arotrigne fablets are s o efecive or people with mood
isodes who have not already been

P amatroine taits Shoud nat b used for 3t treatment of maic or mixed mood
isodes.

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

lamotrigine tablets.

oot TG rmetrighe tabiers, fe your Reakheare provider about a of
onditions, including
reve e saanor allergic eacian t amthr aneizure medc
* are of Askn orgh,have had HLA testing bfore. and know Jou e carrying the
etic variant
+ Bave o have had depresson, mood problems, or suicidl thoughts or behaver.
* e hstory of hartprobems or regulr hear bets or any of your amly

ave any heart problem, including genetc sbror

e g st s e ek v (b

‘e products, et convl
) oratner medicines (such rapy).

Sirsor Shop tag th conteol s of Ser el hermonal mesicre i

your have taked with your healthcare provider. Tell your healthcare provider if you
any changes in your menstrual pattern such as breakthrough bleedint

Shoping these méticmes whik you i takng lmotriohe 1ablet may causs side
effects (such as dizziness, lack of coordination, or double vision). Starting these.
medicines may lessen how wel lamotrigine tat

+ are pregnant or plan to become pregnant, It s not known if amotrigine tablets may
harm your unborn baby. If you become pregnant whie taking lamotrigine tablets, tal
t0 your healthcare provider about registering with the North American Antiepieptic
Drug Pregnancy Registry. You can enrolln this registry by caling 1-888-233-2334.
e urpose of i egetry o colect formaton abou e safty of ateplept

drugs during pr
+ o1 breastfoeding, Lametrigine passes nto beast mik and may cause sile effects in

breastfed baby. If you breastfeed whie taking lamotrigine tablets, watch your baby
closelyfor trouble breating, episodes of temporarly stopping oresthng, Seepiness,
or poor sucking ur baby's heakthcare provider right away if you see any of

these problems. Tak 1o your neakhcare provier about he best way o feed your
baby i you take lamotrigine tablets

Tell your heaithcare provider about all the medicines you take, including

fprescription and over-the-counter medicines, vitamins, and herbal supplements.

[emotrigine tablets and certa other mecicis may eract wkh each othr. This may

Know the medches Tourke . Keep 2t of them to show your heakhcare provider and
St

motrigie ta abots7

" Toke amotrigine s Gxacty 5 preserbed

+ Your heakhcare provider may change your dose. Do not change your dose without
taking to your heakhcare proviler

* Dot stop taking motrigne winout takig to your nesthcareprovder Stoppng
lomotrine tales suddeny may Cause serious pobims. For exampe. uhave

eplepsy and you stop taking lrotrighne tables Suddenly, you may ko

ha do ot stop. Tak whih your healincare provider 300Ut hovi to $top amotrine

tablets siow

If you miss a dose of lamotrigine tablets, take it as 500n as you remember. If it s

amost time or yournext dose,just5kpthe mised dose.Take the et dose ot

your egulr tme. Do not take 2 doses at the

I you take too much motrigine tables, cal your Reatncare providr or your local

Pokon ControlCentr r g0t the nesrest hosptal emergency oom right away.

You may ot felthe ful erle(l of lamotrigine tablets for several week

If you have epiepsy, tell your heatthcare provider if your seizures get worse or f you

have an,

Swallow lamotrigine tabets whole.

* 1fyou have rouble swalowig amotrgine tablt, e your heathcare proviler

other form of & take.

« If you recei pack before

o bt eae Fiore are or, oo, o g

houkd 1 avoid while taking lamotrigine fablets?
Do not drive, operate machinery, or o other dangerous activities unti you know how
lamotrigine tablets affect you.
\What are the possible siie 6Ffects of amotrigine abiets?
[Lamotrigine tablets can cause serlous side effect:

i the most important information Should know about
lomotriine tablets
Commen sile attects of lamtrigine tablets include:
» dizzine
» sleepiness




nausea, vomiting
ash

darrhe
blurred or double vision
tiredness

lack of coordination
dry mouth

abdominal pain

stuffy nose

fectons, ncludng seasonal
sore throat

) your docor or mecal adice about Side effects. You may report ske effects to

motrighe tablets ot 201 to 25°C 60+ to 177 excursons permitedto 15*
30T T35l a6, (2ee Usp Conroled Room Temper

tablats and s medlcines out of the reach of chidren,
rigine t

redcines arc someimen preserse for porposes thertnan s na
Medication Gule, Do not use lametrigine tabes for a condiion for wich I was not
prescribed. 0o ot gve amotriin Lablt t ather peopl,even ¥ they have the same
ymptorms that you have. Iy h

o0 ke 8 o g screann tor Amotrign tablts may make the estres

Jpostie fo anoifer arug. f you requre & urin drug scrcening tet, el the neakheare

fou can ask your
Jomotrigine tablts that s wrisen for heakh profes:
nts in lamotrigine tablets?

hat are the ingredients.
IActve morecient: Bmotrigine, USP.

elluose; povidone; and sodium starch glycolate.
information, call 1-800-273-6729.
[The brands listed are trademarks of their respective owners.

torrent-

PHARMA

Torrent Pharmaceuticals LTD., India.
[Manufactured for:
WP Pharmaceuticals, Inc., 701 Warrenvile Road, Suite 200, Liske, IL 60532.
105079 Revised: November
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‘This Medication Guide has been approved by the U.S. Food and Drug Administration.
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ProductType  HUMAN PRESCRITION ORU em Code (Source) Nociss0z137

2 BSOS 7 0 pacace, comamumon

5 1101 BUSTER PACK: Typ 0: ok a Comnaton

LAMOTRIGINE (U USHZ7498K5) (AMOTRIGIE - UNIUSH27453KS)
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