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Tegretol® s

carbamazepine USP

Chewabin Tablets of 100 my - red-apeckied, pink
Tabiss of 200 myg - pink

Suspension of 100 mg/5mL
Tegretol®-XR

{carbamazepine exiended-release tablets)
100 mg, 200 my. 400 mg

Prescribing Information

WARNING
APLASTIC ANEMIA AND AGRANULOCYTOS!IS HAVE BEENREPORTED IN ASSO-
CIATION WITH THE USE OF TEGRETOL. DATA FROM A POPULATION-BASED
CASE CONTROL STUDY DEMONSTRATE ThAT THWE RISK OF DEVELOPING
THESE REACTIONS 15 5-8 T.MES GREATER TmAN IN THE GENERAL POPULA-
TION HCWEVER. THE OVERALL RISK OF THESE REACTIOMS IN THE UN.
TREATED GENERAL POPULATION IS LOW, APPROXIMATELY 51X PATIENTS
PERONE M'LLIOGN POPULATION PER YEAR FOR AGRANULOCYTOSIS AND TWO
PATIENTS PER ONF. MILLION POPULATION PER YEAR FOR APLASTIC ANEMIA
ALTHOUGH REPORTS OF TRANSIENT OR PERSISTENT DECREASED
PLATELET OR WHITE BLOOD CELL COUNTS 422 NOT UNCOMMON IN ASSO-
CIATION W!ITH THE USE OF TEGRETOL. DATA aRE NOT AV/'LABLE TO ESTI-
MATE ACCURATELY THEIR INCIDENCE OR OL "COME. HOWEVER, THE VAST
MAJCRIT'? OF THE CASES OF LEUKOPENIA HAVE NOT PROGRESSED TO THE
MORE SERIOUS CONDITIONS OF APLASTIC ANEMIA OR AGRANULDCYTOSIS
BECAUSE OF THE VERY LOW INCIDENCE OF AGRANULOCYTOSIS AND
APLASTIC ANEMIA THE VAST MAJORITY OF MINDR HEMATOLOGIC CHANGES
OBSERVED IN MONITQRING OF PATIENTS ON TEGRETOL ARE UNLIKELY TO
SIGNAL THE QCCURRENCE OF EITHER ABNORMALITY NONETHELESS, COM-
PLETE PRETREATMENT HEMATOLOGICAL TEETING SHOULDBE QBTAINED AS
ABASELINE. {F APATIENT IN THE COURSE OF TREATMENT EXHIBITS LOW OR
DECREASED WHITE BLOOD CELL QR PLATELET COUNTS. THE PATIENT
SHOULD BE MONITORED CLOSELY. DISCONTINUATION OF THE DRUG
SHOLILD BE CONSIDERED iF ANY EVIDENCE OF SiNIFICANT BONE MARROW
DEPRESSION DEVELOPS,

Belore prescribing Tegretal, ‘e physician should be thoroughly familiar with the
dettils of this prascribing information, particularly ‘egarding use with other drugs,
sspecially those which sccentuate toxicity potential.

DESCRIPTION

Teg 10, carpamazaping USP, 1§ an antconvuisant an2 speciic anaigesic for tngeminal
nevraigia, avaiable for oral aominisitation as chewatne tatiets of 100 mg, fabiets of 200 mg. XR
tabiels of 100, 200, and 400 1mg. and as a suspension of 100 mg/S5mL (teaspoon). Its cnermucal
narng 1s SHhdibenz{d flazepine-S-caiboxamiae, and its struglural 1omula is

ofle

CONK,

- Cersamazapine USP s 8 whits 1o o%-whils powder, Drachcally NSO i walsr 3G 50luble
in AICOMO! and 1N acetont . s MOacular weight s 236.27
‘nactve Ingrecients. Tablets. Colindal sihcon doxioe. DAC Red No. 30 Aluminum Lake
(chewable tapiets oniy), FDAC Red No 40 (200-mg 1abiets only). fiavonng (chewable tabiets
only). gelatin, glyCann, MIQNAS. LM staarate. SOOiILM SIATCh QlyCOlaty (chewabie tabiats Ony),
starch sreanc acd. And sucrose {(Chewal e tablets only). Suspension: Cinc and, FDAC Yellow
No 6. favoung. potymer, polassium sorbate, propylane gly=ol, punhed water, sortetol. sucrose,
and xanthan gum  Tegrelo!-XK (apl(1s. Selulose compounds, dexirates. ifon oudes, magne-
siuUm stasrate, Manmuiol, poiyethylene giycol, soCium laury! suliate. ttanum dioxde (200-mg
latets only).

CUINICAL PHARMACGLOGY

in conirolied chnical tnals, Tegreton has besn shown 10 be eMactive m the treatmen, of
psychomotor and grand mal seizdres, a5 well s tngermnal neuralga,

Mechsnism of Action

TeQraioi has 0SmoONsiraled ANIConvUIsant propémes 1 rlls 8NG MCE With electncally and
cremically induced Suizures. [t BDDears 10 act by reduzing pe'ySynaphic (eSOONSES BNG DIocking
the post-lelanic potentaton. Tegretol greatly reduces of abolishes pan nduced by stimulauon
of the mliaorbnal Nerve | cats and rais. It depiesses npamic polendal and bulbar and

potysynapnc retiexes, nCluding Ine inguomandiby ar retiex n cats. Tegretol 1§ chemicaly
wnrslated 1o other anticonvulsants or other drugs us#: 10 control the pan of INgeminal neuraigh.
The mechanism of AChon reMAINS UNKNOWN,

The principal metabolite ot Tegretol, carbamaepne-10,11-¢p0x:de. has anticonwisant
activity a5 Gemonsirated in several In vivo Srmal moders of seizures. Though chrucal activily for
tha apoxJe has baen postulated, the significance ol its actwity with respect 1o the satety and
efficacy of Tegretcl has not been establishea,

Pharmacokingtics

In chnica! studies, Tegratot suspension, convenl.or al tablets, and X tabiets oelivered squiva:
eni amounis of drug 1o tne systemic Circulanon However. the suspansion was atisorbed
somewnat faster, and the XR tablel Sighlly Siower. than the convenbonal labiet. The
bicavailapiity of the XA lablet was 89% compared .o suspension. F~liowing a b.i.d. dosage
regumnen, thé SUSpeNsION Droviges higher peak lgveis and lower roughiavels than those obtained
from the convenlional ladtel for the same dosage reg'men. On the other hand, foliowing a Li.g.
gosage regimen, Tegrelol suspenson Bffords $leady-staie plasma jevels comparable to
Tegretel tablets given b.i.d. whan administered a1the same lotal mg daiy dose. Felowingab.id.
dosage regmen. Tegreto)-XR tabiets atford sieatly-state plasma lavels comparabin 1o convan.
tional Tegretol 1abiels gwven q.1.0.. when admunistered at tne same 1otal mg cany dose. Tegratol
nblood 15 76% boundioplasma prowens. Plasma ievels of Tegretol are vanabie and may range
from 0.5-25 ugrml, with no apparent relahonstsp 10 the cally imake of the drug. Usual adult
therapeunc Id vals are betwasn d and 12ug/mlL. | 1polytnetapy. the concentravon of Tegretol and
concomiLant dnugs Mmay be increased or dacre tSed dunng therapy. and drug eftects meay be
allered (see PRECAUTIONS, Drug Interachons). Foliowing chronic oral admimstration ol
SusSpensIon. piasma levols peak at approxetatély 1.5 hours compared 10 4:5 hours aher
adrnistration of convenbony! Tegrélol tablats and 3-12 hours afier adminstraton of Tegrelol-
XRtabiets. The CSF/serumrang s £.22, similar 1o the | 4*e unbound Tegretol in serum. Because
Tegretol snduses Its own metabolisrs, the half-ile ¢ 36 vanabie. Sutoinduction i$ compheted
after 3.5 weaxs of a hixed dosing regimen.  Inilia, hall-iite values range fram 25-65 hours,
cecreasing 1o 12-17 hours on repeated doses Tegretc 1s metabolized in tha liver Cytochrome
P450 3A4 was .0entiheo as the majos isofor responsibie for ine formation of carbamazepine-
10, 1-epoxide from Tegretol. AMer oral adrunisirauon of “C.carbamarzepine. 724. of the
agministered radicactivity was tound in the unine and 28, in the leces. Thus unnary radicactvity
was comDosed largely of hydroxyiated and ¢ .njugaled metaboltes. with only 3% o! cnchanged
Tegrato!

The pnarmacokinghc Dare naters of Tag eiol dispesit.on are similar in children AR In adutts.
However. there 1S & poOr COIr@Alion batw:e™ Dlasma concentratons of carbamazuping and
Tegreto/ dosenchildren. Carbamazepine v, me & rapdiy matabolized lo carbamaeping-190,11-
epoxide {a metabolite shown 10 D@ LPOY NG 1o Carbamazepine as an entconvuisant in animal
screens) 0 the younger age groups than i, adulls. In chugren beliow the age cf 15, thera 15 an
inverse retaliohstip between CBZ-E/CBZ rabc and increasing age (Ih ong report from (.44 in
chuldrar: Delow the age of 1 yea- 10 .18 i chwaren befween 10-15 years of age).

The etec!s of race and gender or carbamazepine pharmacoknelics have not been
Systematcally avalualed.

INDICA TIONS AND USAGE

Epilepsy

Tegrelolis ncicated {or use as anancoavulsant drug. Evidence supporting eticacy of Tegretol

as an anticonvulsant was denved Irom achve drug-controlied studies that enrolisd patenis with

the foliowing seizure typacs:

1. Parial seizures with CoTRIaxX SYMiiomatoiogy (Dsychamatar, terparal lobe) Fatents wih
these SeiZutes appear 1o show Qreater improvement than those with other types.

2. Generalized tonic-clonic $£izues (grand mal)

3. Mixed seituie pattiems which inc'ikle the above, or other partal of gendraiized seizures.
ADSENCE meiZures (peht Mal} do nalappear 1o be cuntrolied by Tegrelol (see PRECAUTIONS,
Ganeral)

Trngemir~l Neuraigia

Tegretol 1$ inaicated in the treaimant of the pain ASECCAIRD with tNue INgeMIna) NBUTkIgIE.
Benehcia! rasulls have aiso be 3 raported 1n Jlossophanyngeal nauraiga.

Trsdrugisnot 8 simpls analgesic and should .oLDE used lor the reliet of imnal aches or pring.

CONTRAINDICATIONS

Tegreioi should nol De used in palients with & NSIONy of previous bone MATow depression,
hypersensiivity 1¢ the drug, or known Sonsibivity 10 any of the incychc compounds, such as
Amitnplying, Gesipramine. Impramng. proinptyline. nonnptybne, #ic, Likewise, on theoratical
@rounds s use wilh monoamine GeJsE INMbIOIs 15 No1 recommended. Belore admrusitaion
of Tegretol. MAQ mhibMors Stowld be discontinued tor a mnwmum of 14 days, of longet if tha
chinical snuation permuls.

WARNINGS
Pabients with a history 0! Boverse WMatoiogic reaction to any drug may ba pariculary at nsk.
Severe dermalologic reactons, noivding 1000 e0emmal RECIolySs (Lysll's Symcirome) and
Stevens-Johnson syndtome. have been reported win Tegretol. Thase reacuons have been
axtremely rare Howdver, & lew tataibes have been reporied.
Tagreto has she wn milc anbcholinergic acuvity: thefetore, pahants with Increasaed ntraccular
prassure Shoulo be C0Stly DDSBrved durnng iharapy
Because of the relzwonship of the drug 10 other tncychic compounds, the  possibility o1
activabon of a laten! psychosis and, in elderly patiants, ol conlus.on or agitation should be bome
0 rug.



PRECAUTIONS

General

Balore inikating therapy. 8 delatsd nisiory and physical examnabion should be made.
Tegrealci should be usad with Caunon In patiants with a Mixed seizure disorder hat incluces

atypical absence sezurgs, since in thase patients Tegretol has been associated with increased

irequency of generaized convulsions (see INDICATIONS AND USAGE).

Therapy showid ba prescnbed cnly atter cntcal bensht-lo-nsk appraisal in pasents with a
history of cardiac. hepatc. of renal damage, adverse hematologic reactan to olher drugs; or
interrupted courses of therapy with Tegretol.

Sinca a given dose of Tegreto! suspension will produce figher paak laveis than the same
©0%e given asthe tablel, itis recommended that patients given tha suspension ba started on iower
dosas and increasad slowly 1o avold unwanted side effects (see DOSAGE AND ADMINISTRA-
TION).

Infermation for Patients

Patents should be made aware of tha eary tuxic signs and symptoms of a potential hamatologic
Probiem, such as tever, sore throat, rash, wicers.n tha mouth, easy bruising, petechal or purpune
hermorrhage, and shouid be adwised (0 report 1o the physiman immediataly iIf any such signs or
SYMmploms appear.

$ince diZaness and drowsiness may occur, patiants should be cautioned about the ha. wds
of operating machinary of automobiles or «NGagING 10 Othar polentially Cangerous tasks.
Labaratory Tests
Complete pretreatmant blocd counis, ncluding platelets and possibly reéticulocyles and serum
Iron. should be obtaned as a baseina. It a patient in the course of treatment #xhibits w or
decreased white bicod cedl of miale! counts, the padtent should D8 meniored closely.
Discontinuancn of the crug sho.id ba considered it any evidence of sigihcant bone Marrow
depression develops.

Baseline and penodic eva.uabons of iver funchon, ¢ . hicuiary In pabents wih a istory of iver
disease. must be performed dunng treament with ths drug Since hiver damage may occur. The
arig should be discontnued unmediately in cases o aggravated kver dystunction o active liver
disease

Baseling and penodic eye axaminatons, including shi4a rp. funduscopy. and tonornetry, are
recommended siNCs Many phanothuazines and relatec d-4gs have been snNown 16 cause eye
changes.

Baselne and percaic complete unnaiysis and BUM. gelerminahons are recommanded for
patients ireated with this agent because of coservag '1:na‘ dystuncaon.

Monitonng of blood teveis (see CLINICAL PHARNACCLOGY! has increasad the efficacy
and satety ol anticonvuisants. This menitonng may e particularly usetul in cases of dramatic
NCrease n seizule trequency and fo; venhcahon o' comphance. [n agddibon, measyrement of
drug serum lavels may adin detarmining the cause. Of toXICIty when more tian ona maedicaton
15 Baing usad.

Thyroid function tasts have Desn reponad to show gecreasad values with Tegratol agdmins.
tered aiona

Hyponatremia has been rapoited N assoc on with Tegreloi use, aither aione or In
compnation wilh other grugs

Intarfarence with 5one pregnancy 1851s NAS / @en reported.

Orug Interactions
Chrucally meann igtul drug interachons have ¢ urred with concomitant madicabons and include,
Byl are not kruted to. tha foliowing:

Agants That May AHect Tegratol Plasr i Levely
CYP 3A4 inhibitors mhibit Tegretol metac . ism and can thus increase plasma carbamazspine
leveis Drugs tnathave basn snown. orw 1 ild be dxpected, 10 increase plasma carbamazepine
lavels nclude
cmeldine, Ua:azol, dihazem macr . ides. enaromucn, troleandomycin, clanthromyc.
fluoxetne, tertenadine, 1ISOMAZI0, N | NATUAA, COUNAMUGR, PIOPOXYPIENe, KALACONAIOE,
iwraconazole, verapamil, valproate.”

CYP 3Adinducers can increase he rat ) of Tegretol matabolism. Drugs that nava been shown,
Of that would e axpacted. 1O dacrasse plasma carbamazepns lavels include
cisplatn, goxorubicin HC, feibamate, 'ntampin, phenobarbital, phenytoin, prmdons, the-
cahylineg,

“Incraased ievels of the active 10.11-apcxide
'decreasad leveis of carbamazepine and iIncreased leveis of the 10,11.epoxide

Eftect of Tegretol on Piasma Levels of Concomitant Agenis

Increased igveis: clormipraming HCI phanyton, phrmudone

Tegratol Induces hapatr CYP actvity. Tegialol causes, or would ba sxpected 10 causs,

dacreased levels of tha lolowing:
acetaminophan, AIprazolam. Cichazepam. ClOZAping. GICUMBNDE, 3GayCYCing, aThosuXimide,
halopendoi, methsuxuTega Orai conlricepiivas, phensuxutude, phanyton, thaophyiing,
valproate, wartann,

Conconylant admusustranon of CABAMAIEPING AN hihum Mmay 1ciease the nsk of naurctouc
Side eitecy

Alteranons of thyro:g . LACHON Nave DEEN TEPOE] 1 COMMINALON PMIAPY With Offer NLCGN-
vuisant madicabons.

Breakthrough bieeding Nas been reparted among panents receving CONCOMIANT oral canir

Cepives and ther rekab«ity Mmay be adversely allected.

Carzinog is, Mutagenasis, impairment ol Fartility

Carbamazapina, when adrminisigred to Sprague-Uawley rats for two years in the diel a1 dosc
of 25 75, and 25¢ mg/kg/day, resuited in a dose-relaled increase in the incidence of REPatacs
lular tumors in females and of berugn intersttial celt Adsnomas i the tesies of Males

Carpamazepine mus!, thereiore, be considered 10 be carcinogenk: in Sprague-Dawiey rat
Bactenal andmammaian Mutagencity studies using . AMHAMATEMNE ProoUCd Negabive resull
The sigruficance oi these indings relative 1o the usa of carbamazepne i MAnNs 1S, Bl HIeser
unknown.

Pregnancy Category C

Tegratol has been shown 10 have adveise atects v reproc Chon stucies in rats when given ora
indosages 10-25 bmes tha maximum human dady dosage ! 1200 mg. in rat teratology Studie
20t 135 offspnng showed kinked nbs at 250 mg/kg and 4 of 115 onsonng at 650 mg/kg Showe
othel anomaias (Cleft palate, 1; talipes. 1. angphthalmos, 2). In repitiuction sludies in ral
nursing offsprng demonsirated a lack of weight gan and an unkempt apps Arance atl 3 materm
dosage leve! of 200 mg/kg.

In hymans, transplacental passage of Tegratol 15 rapid {30-60 mu'u #s). and the drug
accumulated in tetai hssues. with higher lavels iound in liver and kidney t \an i bran and lun

Thare are no adequate and wali-controlled studies in pregnant women. Epsdemiciogical da’
suggest that there may 0@ an associaton balween tha use of carbamazeping dunng pregnan:
and conganital maitormations, including spina bifida. Tegretol should ba used dunng pregnan.
only If thie potantial penatt justlies the potantial nsk 1o the fetus.

Ratrospactve case reviews suggest that, compared with monotharapy, thers may ba a nigh-
pravaience ol teralogenic efects associated with the use of anbconviisanis i combmatc
therapy. Tharetore, monotharapy is recommandad 1o pragnant women.

tisimportant to note that anticonviisant drugs should nol be discontnuad in patents in who:
the drug 1% admirustered to pravent Majpr seizures becauss of the Strong possibity
precipiating status splephicus with attencant hypoxia and thraat to e, Inindividual cases whe
tha saventy and fraquancy of the seiZure disorder are such it . rémoval o Mmedication doss r
Pose a senous threat (o the patant, discontinuation of tha druy May be consideresd pnor 1o ar
durnng pregnancy. althtugh i1 cannol La said with any conhdance that aven minor SeIZures ¢
nci pasa soma hazard (o the deveaping ambryc or tetus,

Labor and Delivery

The eHect of Tegretol on NuMan labof and delivery is unknown.

Nursing Mothers

Tegratol and its epoda matabolite are transtarred 10 Draast mulk. The rabo of I conceniral:
n breast rulk to that in matemal plasma 1$ about C.4 for Tegratol and about 0.5 lor e 8poxc
The astmated doses given 10 the rewbom dunng breast fesding are in the range o 2.5 mgda
for Tegratol and 1-2 mg daly for the epoxide.

Bacause of the potential tor senow.s adverse reactions in mursing infants from carbamazepn
a decision should be made whether to discontinue Nursing oF 10 sConNtnue the drug, takr
nio account the impurlance of the drug (o the mother.

Pediatric Use

Substantal evidence of Tegretol's aftectvaness for use in the managemant of chidren wi
eplepsy (see Indications for tpecific seizure types) 1s dunved om clinical wivestgano’
pertormad inadults and trom studies N sevaral in wiro systems which support the conciusion th
(1) the pathogenatc mechanisms underlying seizure propagabon are essentally idertical

adults and chiaren, and (2} (na macnanism of acton of Cardamazemng in treahny, seizures
essentally wenhcai in aguits and childrer.

Taker: 85 2 whole, this information suppritg | cue 110N thal the generally accept.
therapeutic range of total carbamazerng \n pL_ao (e 7+ 1 MGQ/ML) is the s8me N chilg:-
and adults.

The evidence assembled was pnmani y o0& G e daxt. Mrmuse of carbamazepne T
safety of carbamazening in Children Nas DAl sysimivslcaiy studied up to 6 months, No long:
term data from cimcal trials is avaiabia.

Gariatric Ute
NO SyStemanc Snxhes in Qenathc patients have been conducied.

ADOVERSE REACTIONS

It acverse reachons are of such seventy that the grug must be discontinued, tha phy $iICIaR m
b3 aware that abrupt Ciscontinuaton of any anticonvulsant drug 1IN & responsiva epdephic patie
may lead 10 Se1Zures OF Bven S1atus splephous with 11s Wta-threatening hazaras.

The MOSt sevare adve/S4 reachons have been observed in he hemopoiatic system (s.
bosad WARNING), the skin, and the cardiovascular system.

The most frequantly observed advarse reactions, pamculary dunng he ininal phases
therapy, are Gizziness, Arowsiass. unsieadingss, nausea. and vomitng. To mirwmuze
possibility of such reactons., therapy should be iuhALEd Al the 10w GOSAGA rCOMmendad.

The lollowing additoral adverse reacbons have baen reporteu
Hemopoietic System: ApIUSLC anamia, agrunulocytos:s, PAncyIOpena. bone marrow depre
sion, thrombocytopena, Mukopania. lsukocyios:s. sosinopiia. acute intermuttent pomphyna
Skin: Pruntic and erfythematous rashes. urticana, loxi; spedermal nCrolysis (Lysil's syndrom
{sae WARNINGS), Stevens-johnson syndroma (sas WARNINGS), photosansivity reachor
alteralions 0 skin pymantahon, gxtohabve dermahbs, erythema mullifonne and nROGesY
purpura, aggravaton of disssminaled lupus srythamalosus, siopecia, and diaphoresis
Cortan cases, aconl nuanon of therapy may be nacessary. Solaled cases of hwsubem ha
baan teported, but A causal relauonshg 13 NOL Clear.




Tegretol® carbamazepine USP
Tegretol®-XR (carbamazepine extended-release tablets)

Cardiovascular System: Congastve heart fadura, edema, aggravaton of hypartensicn.
hypolension, syncopa and collapse, 2ggravaton of coronary artery disease, armhymmias and
AV biock, thrombophiabits, tnromboemooksm, and adencpathy or iymphadenopathy.

Some of these cardwvascular comphicatons have resulted in fatahbes. Myocardial
intarciion has bean associated with other inCychs COMPounds.

Livar: Abnormalibes nhver tuncacntests, Cholestate and heparoceliular jaundice, hapants.

Ruspirstory System: Pulmonary hygarsensitivity charactenzed by tever, dyspnea,

preymontls, of pReumonia.

Genilouringry Sysiem: \JUnnary requency, acute unnary réleniion, ouguna wiin eslevaled

blood préssure, azolemia, renal talure, Ang IMpOAnce. Albuminuna, glycnsuna. elevated

BUN, and rmucroscome deposis in The unng have also bean repornsed.

Tasticular Aropny Socurrad in rats recerang Tegrato! ~aily from 4-52 waeks at dosage
taveis of 50-400 mo/ikg/day. Additonally. (ats recewing  wdfelol in the diel 1o 2 years Bt
aosage levals of 25, 75. and 250 mg/kg/day hda dose-related incidence of teshcuiar atrophy
and aspermalogenesis. In dogs. it proguced a Drownish discolorabon, préesumobly a
metabolile, inthe unnary bladaer aracsagewevets of 50mg/ikg and higher. Relavance of these
fingings 1o RUMAns 1S UNKNOWN.

Nervous System: Dizzinass. Growsiness. oisturbances of coordination, contusion, head-
ache. fatiQue, iy ired vision. visual hatiucinatons. transient diplopia, oculomotor disiurbances,
nystagmus. speach disturodnces. abnormai invo-untary Movemanis, panphadal naunts and
paresinesias. aepresson with agiaiion, talkabvenass. tNNIUS. and PYperacus:s.

Thare have been repods of associaled paralyss and other symploms of carebral artenal
insutficiancy. but the exact relabonship of these reactons fo the drug has not baen establishad.

Isolated cases of neurclepbc maiignant synurome heve been reportad with concomitant use
of psychotropis drugs.

Digastive Syrtem: Nausea. vomiing, gastnc distrass and abdomnal pain, diarhea. constpa-
non, anorexa, and dryness of the mouth and pnarynx, inciuding giossitis and stomants,
Eyes: Scatterea punciate cottical lans opacities, as well as conjunctiviis. ave Deen repored.
Althougha Qirect causal rekionship has notbaaen e51abli-neg, many phenotrulines anaralales
drugs nave baen Shown 10 Cause eys changes.

Muscuicskeietal! System.: AChing joints and mu -4, and leg cramps.

Matabolism: Fever andchills Inappropnate antidiuretic hormone (ADH) secreton syndrome
has been ragorted. Cases af frank waler intoxcanon, wilh decraased serum sodwm {hyponatre-
mias and CORMUSION, Nave Gean reponed M assocahon with Tegretol use (See PRECAUTIONS.
Laboratory Tests). Decraased leveis of plasma caloium have besn reporiad.

Other: 180ia1ed ca585 G 8 luDuS BrytNamMAaIosus-kke 5yndroma Nave beenreported. There have
begn ~ccasional reperts of a'avated laveis of chal i, HOL. cholesterol, and tngiycendas in
patents taking anticenvulsants.

A case of asepbc meningiis. accomparved by myocionus and penpheral eesinoohila, has
been reported in 3 palient lakng carbamazeping 1h COMDINATON with other Medicatons. The
patient was successiully oechalisanged. and the marungils reapreared upcn rechaiangs with
carbamazapine.

DAYG ABUSE AND DEPENDENCE
No gwigence of abuse potantal has been associated with Tegretol, nol 18 thers evidance of
psychalogical of physical dependence in humans.

COVERDOSAGE
Acute Toxicity
Lowest known lathal doss: adults, » 60 g (3G.year-old man}. Highest known dosas survived:
adulls. 30 g {31-year-cid woman}. chugren. 10 g [6-year-oid boyl, small cruldren, £ g (J-year-
oig gin).

Oral LD manimais (mg/kg): mce. 1100-3750; rats, 3850-4025; racous, 1500-2630. guinea
pigs. 920.
Signs snd Symptoms
The hrst signs ard symptoms appaar atter 1-3 hours. Neuromuscular disturbances are the most
promingnt. Cargilovascular 0isorders are genarally malder, 8/ Savere Caroiac comphcatons
occur only whan very high doses (>50 g) have bean ingestad.
Respiration: Irreguidr braathing, respvalny deprassion.
Cardiovascular System: Tachycarga, nypolension of hypertansion, shock, conguction disol-
ders
Nervous System and Muscles: imparmant ol 2onSOOUSNYES TANGING 1N Seventy 1O QAR COMA.
Convuisions, espacially . $mail chugren. Molor 'estiassness, muscular twitching, tramos,
athattud Movements, opistholonos, ataxd, dlowsiness. dizziness, mydnass, Nystagmus, ad-
adochominesia, balism, psychomolor aisturbances, dysmeina. inbal hyparratiaua. foilowed by
hyporafiexa.
Gastrointestinal Tract: Nausea, vomitng
Kidneys and Biadder: Anuns of chguna. LINary Hetantion.
Laborgtory Findings: 1sclaleg nstances of Overdosage have included leukocytos:s. reduced
leukocyte count, glycosuna and acaipnuna. EEG may show dysinythmias
Combined Poisoning: When alconol. tncyclic anhaepressants, barbiturates, o hyganions are

taken 3l the same tme, the sgns and symptoms of acute poisoning with Tegretol may be
agoravated or modikad.

Treatment
T ne prognasis in cases of severe posonmng 15 cribicaily depe: Jent upon HroMp| ewmunabon ¢
drug, which may be acheved my MIIUCING vormiting, in jalng the stomach. and by ta-
appropnate siess 10 diminish apsorpbon. If these meas.res ~annot be imglemented without
On e SPOL, the patiert $houid be ranstermed atl once 10 4 NOSpdal, wikle @nsunny tha
tuncnons are safeguarded. Thare 13 NO specific antdole.
Elimination of the Drug: Induction of voming

Gastnc lavage. Even when more than 4 hours have elapsed lollowing ingesuon of Me ¢
the siomach should ba repeatedly #ngated. especialiy f the pabent has also ronsumed aicce
Measures 10 Reduce Absorption: Activalad charcoal, laxatives.
Maasyres to Accelerste Elimination: Forcad diuresis.

Dialyms is ndicated oniy in severe poisoning associaled with renal failure. Replacern
transhusion s ndicaled in severe PORONNG sn smail chulgran.
Raspiratory Depresaion; Kee#d the arways iree; rason, if Necessary. 1 endotract
wiubation, artibcial raspiration, and admurustralion of oxygen.
Hypotension, Shock: Keep the palisnt siags raised and admirustar a piasma expander. it
pressure faus to nse daspie Maasues W@kep o wCraase plasma volurne, use of vasoac
Sutstances shouid De Consicered
Convuisions: Diazepam of barpihurates.
Warning: Diazepam Ot bartifurdtes may aggravate 1@spiralory tpression {(espacall
chikirgn), Nypotension, and coma. Howaver, barbiturates should Aol be used f drugs thatin:
monoarming oxidase have aiso been laken by the panent either in overdosage of «n rec
therapy (within 1 waeh),
Surveillance: Respiration. carghac tunction (ECG monitonng), blood pressure. body temg.
ture, pupiary refiexes. and kidney and biadder funct.on should be montured for Several d.
Treatment of Blood Count Abnormalities: It @ndence of signihcant bond Marow depras:
develops, the foliowing recommendanons are suggested: (1) siop the dnug, (2) pefom ¢
CBC, plateiat, and reticuiocyte coun:s. (3} do a bone marrow aspiration and tephung bk
vnmadiately and repeat with sufhic:ent fraquency to monitor recovery.

Special panodic studies mignt De haiplul as foliows: (1} wihite céil and plataiel antboc

(2) ¥Fe —ferrokinebc studies, (3) genoheral biodd Celltyping, (4) CY10Q8nelic STUdHS On Mar
and penpheial biood, (5) bons ma:Tow cuiiive studies tor colony-forrmmig units, (5] hemog!
alacrophores:s for A, ana F hemoglobin, and (7) sarum folic acid and B, levels.

A fully developed aplastic anamia will require appropnate, ntensive monionng and ther
for which spacialized consultahon should ba sought.

DOSAGE AND ADMINISTRATION (5ee table Delow)
Moritonng of bloog laveir nas "creased the eficacy and safety of anvconvulsants
PRECAUTIONS, Laboratory Tes 5). Dosage should he adjusted 1o the needs of the inam.
patent. Alow iulial daily dosage wiih a gradual INCraase s advised. AS 500N 35 808QUATE L0/
1S achiaved, the dosage may b+ requced very gracually 10 the muwnmum etective i
Madication should b 1aken with Me3is

Since a given dose of Tegritol suspension will produce higher peak iavels than the same ¢
Sivan as tha tabiel, il is recommq nded 1o Stan with low doses (cruldren 6-12 years: 172 teasr
4..4.) and to increass siowry to avoud unwanied Sds eftects.

Canversion of patients Irom oral Tegrewo: tabvets to Tegretol suspension: Patients shoul
converted by admenstanng Me same number of my per day 10 smailer, rmofe frequent doses -
D.1.4. tablets to tid. suspens:on)

Tagretol- XA 1$ an exienced.reeass tormulahon for twice-a-day admirustraton. Whan
veriing patents from Tegreiol conveniional lablets lo Tagretol-XR, the same tolal daily mg c
of Tagratol-XR should be acmius'ered. TegratohXR tablets must be Ll d whole
nNaver crushed or chawed. Tegrewol-XR tabiets showd be inspected for Chups of ¢la
Damaged tabi=1s should not g coniumed.

Epilepsy (See INDICATIONS AND USAGE)

Adults and children avar 12 years of age — Initial: Either 200 mg ©.i.d. for 1ablels anc
tablets, or ¥ teaspoon Q.4 1or susCension (400 mo/day) INCrease at weekly intervais by 8o
Up 1o 200 Mg/Say usiNg a D) d. regmen of Tegratol-XR of & ti.d. of Q..d. regimaen of the ¢
formulations unbl e optima: response 18 cotained. Dosage genarally shouid nol excesd
mg daly in childran 12-1% years of 3ge. and 1200 mg caily in patients above 15 yaars ol
Dosas up to 1600 mg cavy have Ceen usad n adults in rare instances. Maintenance: Ac
cosage 10 the minmum eHecive lave, usually 800-1200 Mg daiiy.

Chiidran §-12 years of age = initigl: Either 100 mg b...d. for tablets or XR tablats, o'
leaspo0n §..¢. lor suspens.on {200 mgidayl Increass st wesily INtervals Uy a0dng up 1o
mg/day using & &.1.d. regumen of Tegretol-XRor at..d. or g..¢. regimen of the othay formula:
untl the opamal response s optaned. Dosage genarally shouki not excesd 1000 mg ¢
Maintenance: Adjust dosage 1o the minimum eitactive level, usually 400-800 mg dady.
Chilgren under & years of age —- Initial: 10-20 mg/ug/day b.1.d. or tid. as tabiets. orqui«
SUSDANSION. Increase weskly to achieve ophmal ciincal Tesponss acdmenistened Li.g. of «
Maintensnce: Ordmanly. cobmal Chnical response is achisved at daly dosss Selow 35 m
It saus{aciory clircal rasporse s NOT Deen achisved, PIAIMA ievels Should DO Measuts
determena whathes of not they are . the therapautic rangs. No 1COMMENdanon regarcn:
salety of carbamazepine lot use A1 doses above 35 mg/kg/24 hours can bé Mace.
Combination Therspy: Tegralo: May 08 USED BIONE Of with IR ANKCONVUISANS. Whon a
10 exshing anbconvuisant grapy. 4 0nug should be s0ded gradually wihilp the other ant
VUISAN(S S/8 MaNANes Of Gracuaily Jecreased. sxcepl phenylon. which may have |
creasad (sa4 PRECAUTICNS, Diug inisracons. and Pregnancy Category C).



‘rigamins) Nounlgin {see INGICATIONS AND USAGE]

nitias: Qn the first Sy, @ither 100 mg b..0. tor tabigrs or XR tabiets, o0 1/2 tedsBeon g 1.d. for
U3pension, for a total daily 1osa of 00mg. This dady dose may pa wCreased by up 1o 200
ng/day usiig incremens of 100 TP BYETY 12 hours fof 1abisls o XA tablets, or 50 mg (1,2
#aspooh} q..d. 101 suspension, Onfy 2 needed 0 aciusyg frecowm trom parn. Do nel exceey
1200 mgday. Mainter-ance; Controd of pain can be MaINte 04 1N Moyt patents witty 400-80¢
g daily. Mowever, sama patens ingy be Maintaned on 4z me as 200 my daily, while ohars
Ny raquies as much as 1200 mg dady, Atisast ange €enty 3 months hroughout the tesimgn
Hnod, attampls shouid be mace 1 reduce ha Qo2 o ne frLErmum ettechve level of aven o
daconunus me drug

HOW SUPPLIED
Chewsbie Tatiets 100 Mg —0ung, ren-speckied, piok, sngle-scored (impnnted Tagratol on
D $108 3ng £ 2 wice ON the scoreg sty
Botttes ot 100 s,
Uit Doue (biister pack)
Box ot 100 (stnps o W e

e NOC 58887-052.30
s, NOC 58687-052.32

Donotstor anove gk 130°G). Protect tram nghtand mosturg. Duspensen Cghl, ight-rasissant
containar (SR},

Tabiats 200 Mg —~ CADPS.g-thape, pink, ngle-scored imonnied Teqroiol on one side and

27 wice onha Pamaily sGareq sida) :
Bomesetagn | - NOC 58887-027.30
Sy 1000 T NDC 58887-027.40
Uit Dose (blisige pack)
Bok of 1490 (gtrps of Lo

e, NODC 5898702732
o not store abasy 96F (30°C). Pratect from Mousture. Disgense in bght contanar (LUSP)

XA Yabiets 100 mg — toung, yeliow, coated (ympnnied T on oneg dude ang 10Gmg on e oihe),
teledse partal on one siae

Botias ot 10 et NGOG 0083.0061.30
tinit Dase (bister pack)
Box of 100 (stnps of L) I e NDC 00B3-0061.20

XR Tablets 200 MG — round, pink, coaled (imparied T on one sidy and 290 mg on the othgr

fei8a38 poral on one sde
Botties of 100 ., e e e, NDG 0083-0062-30
coorvninrseenns NDC 0083006232

Unut Dose (Shstar pack)
Box of 180 (a1 PEOt 10}

XRTum:-lOOmg«—roum. brown, couted {impnnisa T £ ON8 Si0e 8:19 400 MY On the othey
alaase poral on one side

Bott'ss of 100 e NOG 0083-0060-30
Unit Doas (biister pack]
Box ot 100 (BIUPS 08 30}t - NOC 0085-0060.32

Slore a1 controlieg FoOm temperatuse 1 5°-30°C (89°.86°F| . Frotece fom mocsture. Oispavnysg :r
Ut contmngr (USP).

Samples, whan avanable, ara wennheg by the word SAMPLE 2PLRANNg on each tabiat.

Suapansion 10p me/'S mi {feagpoon) — yeliow-orange, Citrus-vanila tlavored
Botties of 450 m(, T T, Y= $8887-019.78

Shake wet betore using.
0a not sira above 85°F {30°C). Dvspense in Lignt. ighi-resistant container (28

Dm!_ﬁ_nlormttion
_— —)
I o) Dosg Sutseguent s Maxenum Daty Dose o
tndean Tavier AR St spansion l Tebler Suspenson Tatiar XR! Suspension
Epilcpsy
Undes & yr 10-20 mg-koday 1000 mgug'aay | increay Fwoekly Increase waskly | 35 mog24 hr 25 mokg 24
D0 artig, QLo 0 #chg e 1o athievy (0% Dosage {58¢ Dosage
Dphmal i tnway ooumaichical | and Admunestranon W ADminisiranon
1as00nse tig. 16500Nse, 134 SACTON above) 38chon above;
arg.1g, ord.d
51241 106 mg g Womgaid 14 1spg.g Add up 10 L Aodup iy 11sp
(200 mgvagy - R0 mgddy, (26 myqay) 104 Mgy W0mgaay 100 mgvday at 1000 mg/24 e
A whekly al weeuiy Wekly Misrviis
nievaly, rlarvais, Lod of Qg
Ll orgig tad
Cvae 124 200 mgbia. 200mgbio I mpqig Add up 1o Add up 1o Aod W to
1400 myay) 1400 mguday} (400 myazy) 200 mygiaay 200 mg oay 21 1000 mgiza b 12-15 gy
Al whekty at woeuly (200 mairagy 1200 mg/24 1 1515 ym)
inlervals, Lig. ievals, Dd.  ab weely 0 gy 24 e (aouns, 1 ey nslances
ol qad LU TN )
org.Ly
Ttigeming
Neuraigia MO mgh,g 0 mg ) d 172 150 qu.g. Add up to Agg up to Add W ig 2tsp
{200 migaay; (2% mgcay] (o mg/day) 200 meyday 200 mgyday 1200 mg)icay 1200 mgy24 tw
N OCTanis N OCrements & NCrenenyy
o100 mg 6100 mg ol $0mg
avary 12 e ey 12k 25 g0,
"Tabk! = Chawaok o CHMENEIONA Labigrs
XA = Tagratat® 1R ectence wemash tpigts
PQO0O00 665400 €969 (Ray. 21«

Tegralol Suspensic Manufactureg by
Ciba-Gaogy € anaam Lig,
Oorval, Quet ec. Canaan

Cioa-Geny Comporntio-

CIBA



Tegretol® (369 (Rey 2900
carbamazepine USP

Chewable Tablets of 100 mg - red-speckied, pink
Tablets of 200 mg - pink

Suspens;an of 100 mg/SmL
Tegretol®-XA

(carbamazepine extendad-release tablets)
10G mg, 200 i1g, 200 mg

Prascribing lavormation

WARNING
APIASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTED INASSO-
CIATION "WITH THE USE OF TEGRETOL DATA FROM A POPULATION-BASED
CASE CONTROL STUDY DEMONSTHRATE THAT THE RISK CF DEVELOPING
THESE REACTIONS 15 5.8 TIMES GREATER THAN IN THE GENERAL POPULA-
TION, HOWEVER, THE OVERALL RISK OF THESE REALCTIONS IN THE UN-
TREATED GENERAL POPULATICN 1S LOW. APPROXIMATELY SiX PATIENTS
PERONE MILLION POPULATION PER YEAR FOR AGRANULOCYTOSIS AND TWO
PATIENTS PER ONE MILLION POPULATION PER YEAR £OR APLASTIC ANEMIA.
ALTHOUGH REPORATS OF THANSIENT OR PERSISTENT DECREASED
PLATELET OR Wi{1E BLOOD CELL CGOUNTS ARE NOT UNCOMMON 1N ASSO-
CIATION WITH THE USE OF TEGRETOL CATA ARE NOT AVAILABLE TO ESTI-
MATE ACCURATELY THE!R INCIRENCE CR QUTCOME. HOWEVER, THE VAST
MAJQRITY OF THE CASES OF LEUKOPENIA HAVE NOT PROGRESSED TO THE
MORE SERIOUS CONDITIONS OF ARPLASTIC ANEMIA CR AGRANULOCYTOSIS.
BECAUSE OF THE VERY LOW INCIDENTE OF AGRANULOCYTOSIS AND
APLASTIC ANEMIA. THE VAST MALDRITY OF MINOH HEMATOLOGIC CHANGES
OBSERVED IN MONITORING OF PATIENTS ON TEGRETOL ARE UNLIKELY TO
SIGNAL THE OCCURRENCE QF EITHER ABNORMALITY. NONETHELESS, COM-
PLETEPRETREATMENT ~EMATOLOGICALTESTING SHOULDBE OBTAINEDAS
A BASELINE IF A FPATIENT IN THE COURSE QF TREATMENT EXHIBITS LOW QR
DECREASED WHITE BLOOD CELL OR PLATELET COUNTS, THE PATIENT
SHOULD BE MONITORED CLQSELY. DISCONTINUATION OF THE DRUG
SHOULD BE CONSIDERED IF ANY EVIDENCE OF SIGNIFiZANT BONE MARROW
DEPRESSION DEVELCPS

Batore prescribing Tegretol, the physicisn should be th. roughty temiliar with the
details of this prescribing information, psrticularly regarding uaa with othar drugs,
espacially thoss which accantuate toxicity potentigl.

BESCR'PTION

Tegretol, carbamazemnd USP. s an anteonvuisant and specdfic analgasic lor tngemunat
nauraigia. available for oral administranon as chawac!e tablets of 100 mg, tablets o 200 mg, XA
tablets of 100. 200, and 400 mg, and 838 3 suspansion ol 100 mg/SmL (leaspoon). ILs Charecal
namae 15 SH-qibanzit, flazepine- S-carboaamigs, ana 1ts structural tomula is

QL0

1
CONH,

Carbamazepine USP 15 a whitg (o offt-whils powger, practically insO'uble in water and solutle
in alconol and in acalone. |18 molecular waignt 1§ 236.27.

Inachiva ingredisnis. Tablets' Collowas siicon dioxxde, DAC Red No. 30 Alyrunum Laké
(c* - +abie lablets only), FOAC Red No. 40 (200-mg tablets only), favoring (chewabie tubists
Otuy), gelabn, gtyc#nn, Magnesium SISATAIR, sodium starch givcolate (chawable ablets anly),
sfarch. steanc Ackd, And SuCrose (Chawabis tablets only). Suspens:on. Gitric acid, FDAC Yalow
No.§, Havonng, poiymar. potassium sorbals. propyiane glycol. punfiad wale: sorbitol. sucrose.
and xarthin gum. Tegralol-XH tablets: celiviose tompounds, dextries, iron cndes, Magne-
sium $igariwe, Manmuict, polysthyleng Qlycol, socium auryl sullate, ularum dioxde (200-mg
tabigts only),

CLINICAL PHARMACOLOGY

In controileg chrucal tnals, Tegratol has besn shown to De sftective in the treatmant of
psychomotor and grang mal seizures. as wali as tngaminal neuralga.

Machaniam of Action

Tegrelol has demonstraled anuConVUISaNT properhes n rats and mice with slectncally and
chemically inducod ssizures It appears (o act Dy reducing polysynaplic responses and blockng
the post-tetanuc polenuaton. Tegretol grealy reduces or Abohshes pain indyced py stimuiation
of the niraarbital nerve “ « 715 ana 1ats. 1L Gepresses thalamic polential and bukiar and

.

Labeling: Vi / /“:' ~ }

NDA No; -~ - =

Reviewed by:

e?/a/%
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Chewable Tablets of 100 mg - red-speckled, pink
Vablets of 200 mg - pink
Suspension of 100 mg/SmL

Tegretol®-XR
(carbamazepine extended-release tablets)
100 mgq, 200 mg, 400 mg

Prescribing Information

WARNING

APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTED IN
ASSOCIATION WITH THE USE OF TEGRETOL. DATA FROM A POPULATION-
BASED CASE CONTROL STUDY DEMONSTRATE THAT THE RISK OF
DEFVELOPING THESE REACTIONS IS 5-8 TIMES GREATER THAN IN THE
GENERAL POPULATION. HOWEVER, THE OVERALL KRISK OF THESE
REACTIONS IN THE UNTREATED GENERAL POPULATION IS LOW,
APPROXIMATELY SIX PATIENTS PER ONE MILLION POPULATICON PER YEAR
FOR AGRANULOCYTOSIS AND TWO PATIENTS PER ONE MILLION POPULATION
PER YEAR FOR APLASTIC ANEMIA.

ALTHOUGH REPORTS OF TRANSIENT OR PERSISTENT DECREASED
PLATELET OR WHITE BLOOD CELL CQOUNTS ARE NOT UNCOMMON IN
ASSOCIATION WITH THE USE OF TEGRETOL, DATA ARE NOT AVAILABLE TO
ESTIMATE ACCURATELY THEIR INCIDENCE OR OUTCOME. HOWEVER, THE
VAST MAJORITY OF THE CASES OF LEUKOPENIA HAVE NOT PROGRESSED
TO THE MORE SERIOUS CONDITIONS OF APLASTIC ANEMIA OR
AGRANULOCYTOSIS.

BECAUSE OF THE VERY LOW INCIDENCE OF AGRANULOCYTOSIS AND
APLASTIC ANEMIA, THE VAST MAJORITY OF MINOR HEMATQOLOGIC CHANGES
OBSERVED IN MONITORING OF PATIENTS ON TEGRETOL ARE UNLIKELY TOQ
SIGNAL THE OCCURRENCE OF EITHER AENORMALITY. NONETHELESS,
COMPLETE PRETREATMENT HEMATCLOGICAL TESTING SHOULD BE OBTAINED
AS A BASELINE. IF A PATIENT IN THE COURSE OF TREATMENT EXHIBITS
LOW OR DECREASED WHITE BLOOD CELL OR PLATELET COUNTS, THE
PATIZNT SHOULD BE MONITORED CLOSELY. DISCONTINUATION QF THE
DRUG SHOQULD EBE CONSIDERED IF ANY EVIDENCE OF SIGNIFICANT BONE
MARROW DEPRESSION DEVELOPS.

Before prescribinn Tegretol, the physician should be thoroughly familiar with the details of this
prescribing information, particularly regarding use with other drugs, especially those which
accentuate toxicity potentizi.




DESCRIPTION

Tegretol, carbamazepine USP, is an anticonvulsant and specific analgesic for trigemina neuralgia,
available for oral administration as chewable tablets of 100 mg, tablets of 200 mg, XR tablets. of 100, 200,
and 400 mg, and as a suspension of 100 mg/5SmL (teaspoon). Its chemical name is SH-
dibenz[b,flazepine-5-carboxamide, and its structural formula is

(figure)

Carbamazepine USP is a white to off-white powder, practically insoluble in water and soluble in alcohol
and in acetone. Its molecular weight is 236.27.

Inactive Ingredients. Tablets: Colloidal silicon dioxide, D&C Red No. 30 Aluminum Lake (chewabie
tablets only), FD&C Red No. 40 (200-mg tablets only), flavoring (chewable tablets only), gelatin, glycerin,
magnesium stearate, sodium starch glycolate (chewable tablets only), starch, stearic acid, and sucrose
{chewable tablets only). Suspension: Citric acid, FD&C Yellow Nc. 6, flavoring, polymer, potassium
sorbate, propyiene glycol, punfied water, sorbitol, sucrose, and xanthan gum. Tegretol-XR tablets:
cellulose compounds, dextrates, iron oxides, magnesium stearate, mannitol, polyethylene glycol, sodium
iauryl sulfate, titaniur  dioxide (200-mg tablets only).

CLINICAL PHARMACOLOGY

in controlled clinica! trials, Tegretol has been shown to be effective in the treatment of psychomotor and
grand mal seizures, as well as trigeminal neuralgia.

Mechanism of Action

Tegretol has demonstrated anticonvulsant properties in rats and mice with electrically and chemically
induced seizures. It appears tc act by reduciny polysynaptic responses and blocking the post-tetanic
potentiation. Tegretol greatly reduces or abglishes pain induced by stimulation of the infraorbital nerve in
cats and rats. it depresses thalamic potential and bulbar and polysynagtic reflexes, including the
linguomandibular reflex in cats. Tegretol is chemically unrelated to other anticonvuisants or other drugs
used to controi the pain of trigeminal neuralgia. The mechanism of action remains unknown.

The principal metabolite of Tegretol, carbamazepine-10,11-epoxide, has anticonvulsant activity as
Jemonstrated in several in vivo animal models of seizures: Though clinical activity for the epoxide has
been postulated, uie significance of its activity with respect to the safety and efficacy of Tegretol has net
been establishied.

Pharmacokinetics

In chinical studies, Tegretol suspension. conventional tablets, and XR tablets delivered equivalent amounts
of drug to the systemic circulation. However, the suspension was absorbed somewhat faster, and the XR
tabiet slightly slower, than the conventional tablet. The bicavailability of the XR tablet was 89% compared
to suspension. Following a b.i.d. dosage regimen, tha suspension provides higher peak levels and lower
trough levels than those obtained from the conventional tablet for the same dosage regimen. On the cother
hand, following a t.i.d. dosage regimen, Tegretol suspension affords steady-state plasma levels
comparable to Tegretol tablets given b.i.d. when administered at the same total mg daily dose. FgiloWwirng
a b.i.d. dosage regimen, Tegretol-XR tablets afford steady-state'plasma’levels’combparable ta'convéntional
Tegretol tablets given q.i.d., when administered at the same#otal mg daily.dose.i Tegretol in blood is 76%




bound to plasma proteins. Plasma leveis of Tegretol are variabie and may range from 0.5-25 ug/mL, with
no apparent relationship to the daily intake of the drug. Usual adult therapeutic levels are between 4 and
12 ug/mL. In polytherapy, the concentration of Tegretol and concomitant drugs may be increased or
decreased during therapy, and drug effects may be aitered (see PRECAUTIONS, Drug Interactions).
Foliowing chronic oral administration of suspension, plasma levels peak at approximately 1.5 hours
compared to 4-5 hours after administration of conventional Tegreto! tablets, and 3-12 hours after
administration of Tegretol-XR tablets. The CSF/serum ratio is 0.22, similar to the 24% unbound Tegretol
in serum. Because Tegretol induces its own metabolism, the half-life is also variable. Autoinduction is
compieted after 3-5 weeks of a fixed dosing regimen. Initial half-life values range from 25-65 hours, with
12-17 hours on repeated doses. Tegretol is metabolized in the liver. Cytochrome P450 3A4 was
identified as the major isoform responsibie for the formation of carbamazepine-10,11-epoxide from
Tegretol. After oral administration of '*C-carbamazepine, 72% of the administered radioactivity was
found in the urine and 28% in the feces. This urinary radioactivity was composed largely of hydroxylated
and conjugated metabalites, with only 3% of unchanged Tegretol.

The pharmacokinetic parameters of Tegretol disposition are similar in children to those in aduits.
However, there is poor correlation between plasma concentrations of carbamazepine and Tegretol dose in
children. Carbamazepire is more rapidly metabolized to carbamazepine-10,11-epoxide in the younger
age groups than in adults. In children below the age of 15, there is an inverse relationship between CBZ-
E/CBZ ratio and increasing age (in one report from 0.44 in children below the age of 1 year to 0.18 in
children between 10-15 years of age).

The effects of race and gender on carbamazepine pharmacokinetics have not been systematically
evaluated.

INDICATIONS AND USAGE

Epilepsy

Tegretol is inaicated for use as an anticonvulsant drug. Evidence supporting efficacy of Tegretol as an
anticor.vulsant was derived from active drug-controiled studies that enrolled patients with the following

seizure types:

1. Partial seizures with complex symptomatology (psychomotor, temporal lobe). Patients with these
seizures appear to show greater improvement than those with other types.

2. Generalized tonic-clonic seizures (grand mal).

3. Mixed seizure patterns which include the above, or other partial or generalized seizures.
Absence seizures (petit mal) do not appear to be controlied by Tegretol (see PRECAUTIONS, General).
Trigeminal Neuralgia

Tegretol is indicated in the treatment of the pain associated with true trigeminal neuraigia. Beneficial

resuits have also been reported in glossopharyngeal neuralgia. This drug is not a simple analgesic and
should not be used for *he relief of trivial aches or pains.




CONTRAINDICATIONS

Tegretol should not be used in patients with a history of previous bone mirrow depression,
hypersensitivity to the drug, or known sensitivity to any of the ‘ricyclic compounds, such as amitriptyline
desipramine, imipramine, protriptylina, nortriptyline, etc. Likewise, on theoretical grounds its use with
monoamine oxidase inhibitors is not recommended. Before administration of Tegretol, MAO inhibitors
should be discontinued for a minimum of 14 days, or longer if the clinical situation permits.

WARNINGS
Patierits with a history of adverse hematologic reaction tg any drug may be particularly at risk.
Severe dermatologic reactions, including toxic epidermal necrolysis (Lyell's syndrome) and Stevens-

Johnson syndrome, have been reported with Tegretol. These reactions have been extremely rare.
However, a few fatalities have been reported.

Tegretol has shown mild antcholinergic activity; therefore, patients with increased intraocular pressure
should be closely observea during therapy.

Because of the relationship of the drug to other tricyclic compounds, the possibility of activation of a latent
psychosis and, in elderly patients, of confusion or agitation should be borne in mind.

PRECAUTIONS

General

Befzro wutiating therapy, a detaued history and physical examination should be made.

Tegretol should be used with caution in patients with a mixed seizure Jisorder that includes atypical
absence seizures, since in these patients Tegretol has been associated with increased frequency of
generaiized convulsions (see INDICATIONS AND USAGE).

Therapy should be prescriped only after critical benefit-to-risk appraisa! in pa*ents with # history of
cardiac, hepatic, or renal camage, adverse hematologic reaction 1o other dru3s; or interrupted courses of
therapy with Tegretol.

Since a civen dose of Tegretol suspension will produce higher peak levels tha~ he same dose given
as the tablel, it is recommended that patients given the suspension be started on lower doses and
increased slowly to avoid unwanted side effects (see DOSAGE AND ADMINISTRATION).

Information for Patients

Patients should be made aware of the eai.y toxic signs and symptoms of a potential hematologic problem,
such as fever, sore throat. rash, uicers in the mouth, easy bruising, petechial or purpuric hemorrhage, and
should be advised to report to the physician immediately if any such signs or symptoms appear.

Since dizziness and drowsmness may occur, patients siould be cautioned about the hazards of operating
machinery or automobiles or engaging in other potentially dangerous tasks.



Lahoratory Tests

Compiete pretreatment biood counts, including platelets and possibly reticulocytes and serum iron, should
be obtained as a baseline. If a patient in the course of treatment exhibits low or decreased white blood cell
or platefet ccunts, the patient should be monitored! closely. Discontinuation of the drug should be
considered if any evidence of significant bone marrow depression develops.

Baseline and periodic evaluations of liver function, particularly in patients with a history of liver disease,
must be performed during treatment with this drug since liver damage may occur. The drug should be
discontinued immediateiy in cases of aggravated liver dysfunction or active liver disease.

Baseline and periodic eye examinations, including slit-lamp, funduscopy, and tonometry, are
recommended since many phenothiazines and related drugs have been shown to cause eye changes.

Baseline and periodic complete urinalysis and BUN determinations are recommended for patients treated
with this agent because of observed renal dysfunction.

Monitoring of blood levels (see CLINICAL PHARMACOLOGY) has increased the cfficacy and safety of
Znticonvulsants. This monitering may be particularly useful in cases of dramatic increase in seizure
frequency and for verification of compliance. (n addition, measurement of drug serum fevels may aid in
determining the cause of toxicity vhen more than one medication is being used.

Thyroid function tests have been reported to show decreased values with Tegretol administered alone.

Hyponatremia has been reported 1n as:ociation with Tegretoi use, either alone or in combir “tion with
other drugs.

interference with some pregnan:y tests has been reported.
Drug Interactions:

Clinically meaningfu! drug interacuons have occurred with concomiiant medications and include, but zre
not limited to, the following:

Agents That May Affect Tegrztol Plasma Levels

CYP 3A4 inhibitors inhibit Tegr2tol metabolism and ¢an thus increase plasma carbamazepine.jevels,
Drugs that have been showr, cr that would be expected, .to increase plasma carbamazepine.ievels
include:

cimetidine, danazol, dilliazem, macrolides (erythromycin, troleandomycin, clarithromycin),
fluoxetine, terienadine, isoniazid, niacinamide, nicotinamide, propoxyphene, verapamil,
ketoconazele, itraconazole, valproate®

{Note to sponsor: Please provide justification for thie inclusion of niacinamide-and nicitin anude in
the preceeding section, 1.e. literature references.}



CYP3A4 inducers can increase the rate of Tegreto! mietabelism. *Drugs. that have'béen:stiowniostiat
would be expected , to decrease plasma carbamazepine levels.include:

cisplatin, doxorubicin HCI, felbamate,” phenobarbital, rifampin, phenytoin, primidone,
theophylline

*increased levels of the active 10,11-epoxide
'decreased leveis of carbamazepine and ‘ncreased levels of the 10,1 1-epoxide

{Note to sponsor: Please provide justification.for,thefinclision:of cisplatindosonbicin: HeI¥amd
theophylline in the preceeding section, i,e: literaturerélerences:}

Effect of Tegretol on Plasma Levels of Concomitant Agents

Increased Levels; clomipramine HCI, phenytoin, primidone

Tegretol indiuces hepatic CYP activity. Tegretol causes, or-would.be.expected-to cause;-decreasedilevels
of the following:

acetaminophen, alprazolam, clonazepam, clozapine, dicumarol, doxycycline,
ethosuximide, haloperidol, methsuximide, oral contraceptives, phensuximide, phenytoin,
theophyliine, valproate, warfarin

Concomitant administration of carbamazepine and lithium may increase the risk of neurctoxic side effects.

Alterations of thyroid function have been reported in combination therapy with other anticonvulsant
medications.

Breakthrough bleeding has been reported ameng patients receiving concomitant oral contraceptives and
their reliability may be adversely affected.

Carcinogenesis, Mutagenesis, impairment of Fertility

Carbamazepine, when administered to Sprague-Dawley rats f: cwo years in the diet at doses of 25, 75,
and 250 mg/kg/day, resulted in a dose-related increase in he incicence of hepatocellular tumors in
females and of benign interstitial cell adenomas in the testes of mases.

Carbamazepine must, therefore, be considered to be carcinoganic in Sprague-Dawley rats. Bacterial and
rmammalian mutacenicity studies using carbamazepine produced negative results. The significance of
these findings relative tc the use of carbamazepine in humans is, at present, unkaowin.

Pregnancy Category C

Tegretol has been shown to have adverse effects in reproduction studies in rats when given orally in
dosages 10-25 times the maximum human daily dosage ¢ 1200 mg. In rat teratology studies, 2 of 135
offspring showed kinked nibs at 250 mg/kg and 4 of 119 offspring at 650 mg/kg showed other anomalies
(cleft palate, 1, talipes, 1; anophthatmos, 2}. In reproduction studies in rats, nursing offspring
demonstrated a lack of weight gain and an unkempt appearance at a maternat dosage level of 200 mg/kg.

In humans, transplacenta! passage of Tegretol is rapid (30-60 minutes), and the drug is accumulated in



fetal tissues, with higher levels found in liver and kidney than in brain and lung.

There are no adequate and well-controlled s*udies in pregnant women. Epidemiological data suggest that
there may be an association between the use of carbamazepine during pregnancy and congenital
malformations, including spina bifida. Tegretol should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Retrospective case reviews suggest that, compared with monotherapy, there may be a higher prevalence
of teratogenic effects associated with the use of anticonvulsants in combination therapy. Therefore,
monotherapy is recommended for pregnant women,

Itis impcrtant to note that anticonvulsant drugs should not be discontinued in patients in whom the drug is
administered to prevent major seizures because of the strong possibility of precipitating status epilepticus
with attendant hypoxia and threat to life. In individual cases where the severity and frequency of the
seizure disorder are such that removal of medication does not pose a serious threat to the patient,
discontinuation of the drug may be cansidered prior to and during pregnancy, although it cannot be said
with any confidence that even minor seizures do not pose some hazard to the developing embryo or fetus.

Labor and Delivery

The effect of Tegretol on human labor and delivery is unknown.

Nursing Mothers

[Note to sponsor: Please supply the evidence that supports the following ifalicized statement]

Tegretol and its epoxide metabolite are transferred to breast milk. The ratio of the concentration in breast
milk to that in maternal plasma is about 0.4 for Tegretol and about 0.5 for the epoxide. The estimated
doses given to the newberin during breast feeding are in the range of 2-5 mg daily for Tegretol and 1-2 mg
daily for the epoxide.

Because of the potential for serious adverse reactions in nursing infants from carbamazepine, a decision
should be made whether to discontinue nursing or to discontinue the drug, taking into account the
importance of the drug to the mother.

Pediatric Use

Substantial evidence of Tegretol's effectiveness for use in the management of children with epilepsy (see
Indications for specific seizure types) is derived from clinical investigations performed in adults and from
studies in several in vitro systems which support the conclusion that (1) the pathogenetic mechanisms
underlying seizure propagation are essentially identical in adults and children, and (2) the mechanism of
action of carbamazepine in treating seizures is essentially identical in adults and children.

Taken as a whole, this information supports a conclusion that the generally accepted therapeutic range of
total carbamazepine in plasma (i.e., 4-12 mecg/mL) is the same in children and adults.

The evidence assembled was primarily obtained from short-term use of carbamazepine. The safety of
carbamazepine in children has been systematically studied up to § months. No longer-term data frorn
clinical trials is available.

Geriatric Use



No systematic studies in geniatric patients have been conducted.

ADVERSE REACTIONS

if adverse reactions are of such severity that the drug must be discontinued, the physician must be aware
that abrupt discontinuation of any anticonvulsant drug in a responsive epileptic patient may lead to
seizures or even status epilepticus with its life-threatening hazards.

The most severe adverse reactions have been observed in the hemopoietic system (see boxed
WARNING), the skin, and the cardiovascular system.

The most frequently observed adverse reactions, particularly during the initial phases of therapy, are
dizziness, drowsiness, unsteadiness, nausea, and vomiting. To minimize the possibility of such reactions,
therapy should be initiated at the tow dosage recommended.

The following additional adverse reactions have been reported:

Hemopoietic System: Aplastic anemia, agranulocytosis, pancytopenia, bone marrow depression,
thrombocytopenia, leukopenia, leukocytosis, eosinophilia, acute intermittent porphyria.

Skin: Pruritic and erythematous rashes, urticaria, toxic epideimal necrolysis (Lyell's syndrome) (see
WARNINGS), Stevens-Johnson syndrome (see WARNINGS), photosensitivity reactions, alterations in
skin pigmentation, exfoliative dermatitis, erythema multiforme and nodosum, purpura, aggravation of
disseminated lupus erythematosus, alopecia, and diaphoresis. In certain cases, discontinuation of

therapy may be necessary. Isclated cases of hirsutism have been reported, but a causai relationship is
not clear,

Cardiovascular System: Congestive heart failure, edema, aggravation of hypertension, hypotension,
syncope and collapse. . ,gravation of coronary artery disease, arrhythmias and AV block,
thrombophlebitis, thrombecembolism, and adenopathy or lymphadenopathy.

Some of these cardiovascular complications have resulted in fatalities. Myocardial infarction has been
associated with other tricychic compounds.

Liver: Abnormalities in {iver function tests, cholestatic and hepatoceliuiar jaundice, hepatitis.

Respiratory System: Pulmonary hypersensitivity characterized by fever, dyspnea, pneumonitis, or
pneumonia.

Genitourinary System: Urinary frequency, acute urinary retention, oliguria with elevated blood pressure,
azotemia, renal failure, and impotence. Albuminuria, glycosuria, elevated BUN, and microscopic deposits
in the urine have also been reported.

Testicular atrophy occurred in rats receiving Tegretol orally from 4-52 weeks at dosage levels of 50-400
mag/kg/day. Additionally. rats receiving Tegretol in the diet for 2 years at dosage levels of 25, 75, and 250
mg/kg/day had & dose-related incidence of testicular atrophy and aspermatogenesis. In dogs, it produced
a brownish discoloration. presumably a metabolite, in the urinary bladder at dosage leveis of 50 mg/kg
anc higher. Relevance of these findings to humans is unknown.

Nervous Systern: Dizziness. drowsiness, disturbances of coordination, confusion, headache, fatigue,



blurred vision, visual hallucinations, transient diplopia, oculomotor disturbances, nystagmus, speech
disturbances, abnormal involuntary movements, peripherat neuritis and paresthesias, depression with
agitation, talkativeness, tinnitus, and hyperacusis.

There have been reports of associated paralysis and other symptoms of cerebral arterial insufficiency, but
the exact relationship of these reactions to the drug has not been established.

Isolated cases of neuroleptic malignant syndrome have been reported with concomitant use of
psychouropic drugs.

Digestive System: Nausea. vomiting, gastric distress and abdominal pain, diarrhea, constipation,
anorexia, and dryness of the mouth andg pharynx, ircluding glossitis and stomatitis.

Eyes: Scattered punctate cortical lens opacities, as well as conjunctivitis, have been reported. Although a
direct causal relationship has not been established, many phenothiazines and related drugs have been
shown to cause eye changes.

Musculoskeletal System: Aching joints and muscles, and leg cramps.

Metabolism: Fever and chills. Inappropriate antidiuretic hoarmone (ADH) secretion syndrome has been

reported. Cases of frank water intoxication, with decreased serum sodium (hyponatremia) and confusion,

have been reported in association with Tegretol use (see PRECAUTIONS, Laboratory Tests). Decreased
levels of plasma calcium have been reported.

Other: Isolated cases of a lupus erythematosus-like syndrome have been reported. There have been
occasional reports of elevated levels of cholesterol, HDL cholesterol, and triglycerides in patients taking
anticonvulsants.

A case of aseptic meningitis. accompanied by myoclonus and peripheral eosinophilia, has been reported
in a patient taking carbamazepine \n combination with other medications. The patient was successfully
dechallenged, and the memingiis reappeared upon rechallenge with carbamazepine.

DRUG ABUSE AND DEPENDENCE

No evicence of abuse potential has been associated with Tegretol, nor is there evidence of psychological
or physical dependence in humans.

OVERDOSAGE

Acute Toxicity

Lowest known lethal dose: adults, >60 g (39-year-old man). Highest known doses survived: adults, 30 g
(31-year-old woman), children, 10 g (6-year-old boy), small children, 5 g (3-year-old girt).

Oral LDy, in amimals (mg/kg): mice, 1100-3750; rats, 3850-4025; rabbits, 1500-2680; guinea pigs, 920.
Signs and Symptoms
The first signs and symptoms appear after 1-3 hours. Neuromuscular disturbances are the most

prominent. Cardiovascular disorders are generally milder, and severe cardiac complications occur only
when very high doses (>60 g) have been ingested.



Respiration: \rregular breathing, respiratory dupression.

Cardiovascular System: Tachycardia, hypotension or hypertension, shock, conduction disorders.
Nervous System and Muscles: Impairment of consciousness ranging in severity to dee, coma.
Convuisions, especially in small children. Mutor restlessness, muscular twitching, tremor, athetoid
movements, opisthotonos, ataxia, drowsiness, dizziness, mydriasis, nystagmus, adiadochokinesia,
ballism, psychomotor disturbances, dysmetria. Initial hyperrefiexia, followed by hyporefiexia.
Gastrointestinal Tract: Nausea, vomiting.

Kidneys and Bladder: Anuria or cliguria, urinary retention.

Laboratory Findings: |solated instances of overdosage have included leukocytosis, reduced leukocyte
count, glycosuria and acetonuria. EEG may show dysrhythmias.

Combined Poisoning: When aicohal, tricyclic antidepressants, barbiturates, or hydantoins are taken at
the same time, the signs and symptems of acute poisoning with Tegretot may be aggravated or madified.

Treatment

The prognosis in cases of s2vere poisoning is critically dependent upon prompt elimination of the drug,
which may be achieved by inducing vomiting, irrigating the stomach, and by taking appropriate steps to
diminish absorption. if thes.e measures cannot be implemented without risk on the spot, the patient should
be transferred at once to 2 hospital, while ensuring that vital functions are safeguarded. There is no
specific antidote.

Elimination of the Drug: Induction of vomiting.

Gastric lavage. Even when more than 4 hours have elapsed following ingestion of the drug, the stomach
should be repeatedly irrigated, especialy if the patient has also consuimed alcohol.

Measures to Reduce Absorption: Activated charcoal, laxatives.
Measures to Accelerate Eiimination: Forced diuresis.

Dialysis i1s indicated oniy in severe poisoning associated with renal failure. Replacement transfusion is
indicated in severe poisgning 1n small children.

Respiratory Depression: Keep the airways free; reson, if necessary, to endotracheal intubation,
artificial respiration, and admunistration of oxygen.

Hypotension, Shock: Keep the patient's legs raised and administer a plasma expander. If biood
pressure {ails to rise despite measures taken to increase plasma volume, use of vasoactive substances
should bz considered.

Convulisions: Diazepam cr barbiturates.

Warring: Diazepam or barbiturates may aggravate respiratory depression (especially in children),

hypotension, and coma. However, barbiturates shouid not be used if drugs that inhibit monoamine
oxigase have also been taken by the patient either in overdosage or in recent therapy (within 1 week).
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Surveillance: Respiration, cardiac runction (ECG monitoring), blood pressure, body temperature, pupillary
reflexes, and kidney and bladder function should be monitored for several days.

Treatment of Blood Count Abnormalities: If evidence of significant bone marrow depression develops,
the following recommendations are suggested: (1) stop the drug, {Z) perform daily CBC, piatelet, and
reticulocyte counts, (3) de a bone marrow aspiration and trephine biopsy immediately and repeat with
sufficient frequency to monitor recovery.

Special periodic studies might be helpful as follows: (1) white cell and platelet antibodies, (2) *Fe -
ferrokinetic studies, (3) peripheral blood cell typing, (4) cytogenetic studies on marrow and peripheral
blood, (5) bone marrow culture studies for colony-forming units, (6) hemoglobin electrophoresis for A,and
F hemoglobin, and (7) serum folic acid and B, levels.

A fully deveioped aplastic anemia will require appropriate, intensive monitoring and therapy, for which
specialized consultation should be sought.

DOSAGE AND ADMINISTRATION (see table below)

Monitoring of blood levels has increased the efficacy and safety of anticonvulsants (see PRECAUTIONS,
Laboratory Tests). Dosage should be adjusted to the needs of the individual patient. A low initial daity
dosage with a gradual increase is advised. As soon as adequate control is achieved, the dosage may be
reduced very gradually tc the minimum effective level. Medication should be taken with mealis.

Since a given dose of Tegretol suspension will produce higher peak levels than the same dose given as
the tablet, it is recommendead to stait with low doses (children 6-12 years: 1/2 teaspoon q.i.d.) and to
increase slowly to avoid unwanted side effects.

Conversion of patents from oral Tegretol tablets to Tegretol suspension: Patients should be converted by
administering the same numger of mg per day in smailer, more frequent doses (i.e., b.i.d. tablets to t.i.d.
suspension).

Tegretol-XR is an extenged-release formulation for twice-a-day administration. When con serting patients
from Tegretol conventional tablets to Tegretol-XR, the same total daily mg dose of Teg.t0l-XR should be
administered. Tegretol-XR tablets must be swallowed whole and never crushed or chewed.
Tegretol-XR tablets should be inspected for chips or cracks. Damaged tablets should not be consumed.

Epilepsy (see INDICATIONS AND USAGE;)

Adults and children over 12 years of age - Initia!: Either 200 mg b.i.d. for izblets.and XR tablets, or 1
teaspoon q.i.d. for suspension (400 mg/day}. Increasa at weekly intervals by adding up ic 200 mg/day
using a b.i.d regimen of Tegretol-XR ar a t.i.d. or g.i.d. regimen of the other formulations until the opiims!
response is oLtained. Dosage generally should not exceed 1000 mg daily in children 12-15 years of age,
and 1200 mg dany \n patients above 15 years of age. Doses up to 1600 mg daily have been used in adults
in rare instances. Maintenance: Adjust dosage to the minimum effective level, usually 800-1200 mg daily.
Children 6-12 years <t age - Initial: Either 100 mg b.i.d. for :atlets or XR tablets, or 1/2 teaspoon q.i.d.
for suspension (200 mg/uay). Increase at weekly intervals by adding up to 100 mg/day using @ b.i.d.
regimen of Tegretol-XR or & *.!.d. or q.i.d. regimen of the other formu:ations untii the optimal respense is
obtained. Dosage generally snculd not exceed 1000 mg daily. Mantenanca: Adjust dosage to the
minimum effective ievei. usually 400-800 mg aaily.
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Children under 6 years of age - Initial: 10-20 mg/kg/day b.i.d. or t.i.d. as chewable tablets. or q.i.d. as
suspension. Increase weekly to achieve optimal clinical response administered t.i.d. or q.i.d. /
Maintenance: Ordinarily. optimal clinical response 1s achieved at dzily doses below 35 mg/kg. If
satisfactory clinical response has not been achieved, plasma levels shouid be measured to determine
whether or not they are in the therapeuiic range. No recommendation regarding the safety of
carbamazepine for use at doses above 35 mg/kg/24 hours can be made.

Combination Therapy: Tegretol may be used alone or with other anticonvulsants. When added to
existing anticonvulsant therapy, the drug should be added gradually while the other anticonvulsants are
maintained or gradually decreased, except phenytoin, which may have to be increased (see
PRECAUTIONS, Drug Interactions, and Pregnancy Category C).

Trigeminal Neuraigia (see INDICATIONS AND USAGE) i

Initial: On the first day, either 1C0 mg b.i.d. for tablets or XR tablets, or 1/2 teaspocn q.i.d. for
suspension, for a total daily dose of 200 mg. This daily dose may be increased by up to 200 mg/day
using increments of 100 mg every 12 hours for tablets or XR tablets, or 50 mg (1/2 teaspoon) q.i.d. for
suspension, only as needed to achieve freedom from pain. Do not exceed 1200 mg daily. Maintenance:
Control of pain can be maintained in most patients with 400-800 mg daily. However, some patients may
be maintained on as little as 200 mg daily, while others may require as much as 1200 mg daily. At ieast
once every 3 months thrcughout the treatment period, attempts should be made to reduce the dose to the
minimum effective level or even to discontinue the drug.

HOW SUPPLIED

Chewable Tablets 100 mg - round, red-speckled, pink, single-scored (imprinted Tegretol on wne side and
52 twice cn the scored side)

Bottles of 100. ... .., NDC 58887-052-30
Unit Dose {blister pack)
Box of 100 (strips of 10). ... ...cooviiiil NDC 58887-052-32

Do not store above 86°F (30°C). Protect from light and moisture. Dispense in tight, light-resistant
container (USP),

Tabiets 200 mg - capsuie-shaped, pink, single-scored (imprinted Tegretol on one side and 27 twice on
the partially scored sice)

Bottles of 100.. ... . .. STPRRORSTO ORI NDC 58887-027-30
Bottles of 1000 ... . . . e NDC 58887-027-40
Unit Dose (blister pack)

Box of 100 (stnps of 10).........ccccoi i NDC 58R87-027-32

Do not store above 86°F (30°C). Protect from moisture. Dispense in tight container (USP).

XR Tablets 100 mg - rcung, yellow, coated (imprinted T on one side and 100 mg on the other), release
portal on one side

Bottles of 100, . . e, NDC 0083-0061-30
Unit Dose (blister pack)
Box of 100 (strips of 10} NDC 0083-0061-32

XR Tablets 200 mg - round, pink, coated (imprinted T on one side and 200 mg on the other), release
portal on one side
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Bottles of 100................ SUUUR U $:0C 0083-0062-30
Unit Dose (blister rack) |
Box of 100 (strips of 10).... .......cccoennn. NUC G083-0082-32

XR Tablets 400 mg - round, brown, coated (imprinted T on one side and 400 mg on the other), release
porta) on one side

Bottles of 100................. e NDC 00'33-0060-30
Unit Dose (blister pa~k)
Box of 100 (strips of 10).......cccccoeevvinnne NDC 0083-0060-32

Store at controlled room temperature 15°-30°C (59°-86°F). Protect from moisture. Dispense in tight
container (USF).

Samples, when available, arz identified by the word SAMPLE appearing on each tablet.
Suspension 100 mg/5 mL (teaspoonj - yeilow-orange, citrus-vanitia flavored

Bottles of 450 mL............ooiiii, NDC 58887-019-76
Shake well before using.

Do not store above 86°F (30°C). Dispense in tight, light-resistant container (USP).

decc: cidociuke - tolabeling.fda
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