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Tegreto!® o

carbamazepine USP

Chewabin Tabiets of 100 myg - red-speckied, pink
Tabists of 200 my - pink
Suspension of 100 mg/5ml

Tegretol®-XR

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

Prescribing Information

WARNING
APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEENREPORTEDIN ASSO-
CIATION WITH THE USE OF TEGRETOL. DATA FROM A POPULATION-BASED
CASE CONTROL STUDY DEMONSTRATE ThAT THE RiSK OF OEVELOPING
THESE REACTIONS 15 5-8 T.MES GREATER TmAN IN THE GENERAL POPULA-
TION MOWEVER. THE OVERALL RISK OF THESE REACTIONS IN THE UN-
TREATED GENERAL POPULATICN IS LOW, APPROXIMATELY S1X PATIENTS
PEROHE M'LLION POPULATION PER YEAR FOR AGRANULOCYTOSIS AND TWO
FATIENTS PER ONF MILLION POPULATION PER YEAR FOR APLASTIC ANEMIA
ALTHOUGH REPCRTS OF TRANSIENT OR PERSISTENT DECREASED
PLATELET OR WHITE BLOOD CELL COUNTS 4 2 NOT UNCOMMON IN AS50.
CIATION WITH THE USE OF TEGRETOL. DATL aRE NOT AV/A'LABLE TO ESTI-
MATE ACCURATELY THEIR tNCIDENCE OR OL"COME HOWEVER, THE VASY
MAJCRIT* OF THE CASES OF LEUKOPENIA HAVE NOT PAOGRESSED TO THE
MDRE SERIOUS CONDITIONS OF APLASTIC ANEMIA OR AGRANULOCYTQSIS
BECAUSE OF THE VERY LOW INCIDENCE OF AGRANULOCYTOSIS AND
APLASTIC ANEMIA, THE VAST MAJORITY OF MINOR HMEMATOLOGIC CHANGES
QBSERVED IN MONITORING OF PATIENTS ON TEGRETOL ARE UNUIKELY TO
SIGNAL THE QCCURRENCE OF EITHER ABNORMALITY NONETHELESS, COM-
PLETE PRETREATMENT HEMATOLOGICAL TESTING SHOULD BEQBTAINED AS
ABASELINE. {F APATIENT iN THE COURSE OF TRZATMENT EXHIBITS LOW OR
DECREASED WHITE BLOOD CELL QR PLATELST COUNTS. THE PATIENT
SHOULD BE MONITGRED CLOSELY. DISCOKTINUATION OF THE DRUG
SHOULD BE CONSIDERED (F ANY EVIDENCE OF SiGGNIFICANT BONE MARROW
DEPRESSION DEVELOPS,

Before prescriding Tegretcl, ‘e physician should be thoroughly familiar with the
details of this prascribing information, particularly regarding use with other drugs,
aspecially those which sccentuate toxicity polentsl.

DESCRIPTION

Teg-eio, carpamazeping USP, 1§ an anticonvuisant an? specihic anaigesic for ingeminal
neurdigia. avalaie tor oral aominisiration as chewatve tabiels ol 100 mg, 1abiets of 200 mg, XA
tabiels of 100, 200. and 400 mg. and as a suspension ¢f 100 mg/SmL (teaspoon). Its cnemical
name s SHkdiben2(d flazepine-S-catboxarte. and its strustyral 1omula s

OL 1T
——
I
CONH,

- Cerbamazapine USP 18 & white 10 o¥-while powDer, Drachtally nSoluble sh walsr 8no solubla
n alconol and in acetone. It mOacular weight is 236 .27
‘nacve ingrecients. Tablets. Colindal sdicon dioxde. DAC Red No. 30 Aluminum Lake
(chewable ftabiets only), FDAC Raeg No 40 (200-mg tabists only). flavonng (chewatble tabilets
only), geistin, §lyCafin, MIQNAS.UM stearate, Sodium S1aich giycolate (chewabdle 1ablets only),
Starch steanc acid. and sucrose {chawabie tablets only}. Suspension: Cincand, FDAC Yellow
No.6. flavonng, polymel, polassium sorbale, propylane giy=ol, punhed water, sortelol, sucrose.
and xanthan Qum  Tegrelo'-XR (aolts. Celiviose COMpounds, dexirates, iwon ouges, magne.
S stearate. Manniol, polyethylane glyco!, socium laund suilate. tlamum doxde {200-mg
laplets ondy).

CLINICAL PHARMACCLOGY

in conirolied chrucal tnals, Tegretol has besn shown 10 be elactive 1y the treatman, of
psyThomoter and grand mal Seizures, as well 25 tngeminal neuralga,

Mechanism of Action

Tegreloi has 0eMONSIFAles aniconvulsant properlies «1 rlls 8A0 Muce with electncaly and
cremicaily Induced Seizures. It Appears tO act by redusing pCySynaphc reSponses and blocking
the £osi-letanic potenbation. Tegretal preatly reduces of abolishes pan induced by shmulauon
of the ntraorbnal nerve ;5 cats and tais. It depiesses thilamic potental and bulbar and

palysynapuc reliexes, wciuding tne inguomandibu a: retiex n cals. Tegrelol s chemically
unrelaled tc other anticonvulsants of other drugs use:d 10 Control (he pain of Ingeminal ngiralga
The mechanmsm of achon rémans unknown.

Tne pnncipal metaboite of Tegretol. carbama lepne-10,11-¢uox:de. has anhconwisant
ackvity as CeMONSIraled in Severai in vivo mmarl madeis of seizures. Though chrical activity for
tha spowJe nas baen postulated, the signiticance ol its activity with respect to the satety and
efficacy of Tegretcl has not been establishea,

Pharmacokinetics

In ciinica! studies, Tagretol suspension, convent.or ai tabiets, ang XR labiets Oeliveted equiva-
eni amounts of drug to tne syslemic Gifculation Howaver. the Suspansion was atisorbed
somewha! faster, and the XA tabisl sighlly siower, than tne conventional labiat. The
biodvaianiity of the XA labiat was 89% compared 0 suspension. Frliowing a b.id. dosape
regimen, the Suspens.on provides higher peak laveis and lower irpughiave!s thanthoss obtaned
from e convenlional 1ablel for the same dosage reg'ren. On the other hand, foliowing a t.h.d.
dosage regimen, Tegretol suspension affords sieady-stale plasma iwvels comparable o
Tegrete! tablets givenb.i.d. whan administered atthe same lotai mg daiy dose. Fehowingab.id.
dasage regimen. Tegreto)-XR tablets atford sieatly-stale plasma isvels comparabl 10 conven.
tional Tegretol lablets gwen q 1.0.. when administered at ine saime 1ot mg dany dose. Tegratol
nblood 15 76% bound o plasma prolens. Plasmaiavels of Tegretol are vanable and may range
trom 0.5-23 pg/mL, with no apparent relahonstup 10 the cally intake of the drug. Usuai atult
therapedns i€ vals sra batweadn 4 and 12 pg/mL. | 1polynerapy. the concentrabon of Tegretol and
concomilant drugs may be ihcreased or decre 3Sed dunng therapy. and orug eftects may be
attered (iee PRECAUTIONS, Drug Lmeractons). Following chromc oral adminstration ol
suspension. diasma levels peak at approxirately 1.5 hoyrs compared 10 4-5 hours afier
adrminisiration of conventona! Tegrelol tableis wnd 3.12 hours alier agmnistration of Tegraloi-
XRiablets. The CSF/serumranois C.22, smiartothe [ 4*s unbound Tegreldl in serum, Because
Tegreto \nQuCeS 116 Gwn Mmaetabolisrs, the nadf-ite s 50 vanabie. Sutoinduchon is completed
after 3.5 weeks of a tixed dosing ragimen. It hall-ite values range from 2585 hours,
cecreasing (0 12-17 hours on repeated doses Tegreic! 1s metabolized in tha liver Cylochrome
P450 3A4 was «dentiheo as the major isolonm responsibie for the tormation of carbamazepine-
10,1 1-epoxioe from Tegretol Ater cral adrunisirauon of '‘C.carbamazepine. 729, of the
adminstere radicactivity was tound in the urine and 28°. in the icces. Thus unnary radicactivity
was composed largely of hydroxylated and ¢ .yugaled metabolites, with Gnly 3% of chchanged
Tegreto!

The pnarmacoknetc Dare maeters of Teg eiol drsposton are similar in chiidren AN i AdUits.
However. there 15 @ poQr correplion betw: e plasma concentrahons of Carbamaluping and
Tegretol dosen chidren. Carbamazepine it.me & rapdly metabolized 1o cardama2epine-10,11-
apoxide (@ metabolite Shown 10 b equIpOlint 10 CArbamMAazepine as an enLeonvu:sant i animal
screens) 0 e younger age proups than ir, adulls. In chuigren below the age of 15, thera 1s an
invgrse retationshup between CBZ-E/CBZ rato and increasing age (in one report from 0 44 in
childrar: below the age of 1 year to .18 1 chudren between 10-15 years of age}.

Tne eHects of race ant gender or carbamazepine pharmacokinelics have not been
systematca:'y avaluaied.

INDICATIONS AND USAGE

Epilepsy

Tegrelol s ndicatad for use as anamcoavulsant arug. Evidence supporting etticacy o! Tegreto!

as an antconvulsant was denved Irom achve drug-controlied studies that enrolisd pabems with

the foliowing selzure typas:

1. Pariai seizures with coTglax symntomatongy (psychamatar, tempaval lobe). Patients with
these seiZutes appear 1o show greater improvement than those with other types.

2. Generalized tonc-Clonic $€izu7es (grand mal)

3. Mixed seizure patiens which include the above, or other partas of ganeraized sezures
Absence =€izures (peht mal} do nol appear 10 be cuntioted by Tegrelol {sea PRECAUTIONS,
General)

Trigemir:+) Neuraigia

Tegretol 15 indicalad n the treatmant of the pain assctated with e Ingeminal Neursigia.
Baneficial resulls have also D@30 rapored 1 gIOssopnaryngeal nauraigia.

Thes OrugISNot & umple ANAIGESIC AN should LLDE usedlor the reliet of Invial aches or pring.

CONTRAINDICATIONS

Tegreiol should not e used In palients with & hiSIOry Of Previcus hone MATow depresson,
hyparsensiivity to the drug, or known sonsibvity 1o any of the Incychic compounds, such as
amitnptyline, desipramine, wmipraming, protnptyline. nonptyiing, #ic, Likgwise, on theorstical
Grounds 1ts use with monoamene Oudass Inhibilors s no1 recommendad. Balors agdemdstrabon
of Tegretol. MAQ mmbHors sHould be GiScontiNued for a muwmum of 14 days, Of longer il tha
dinucal stuatQn penmuls.

WARNINGS
Patients with a hustory of acverse Yematologic 16action to any drug may ba paruculary &l Rsk.

Severe dermatologic rezchions, 'ncitiding 10XiC epI&MAI NBCIOYS:s (Ly=ll's syngrome) and
Stevans-Johnson syndrome. have been reponed win Tegretol. Thase reachons have been
axtremely rare Howdver, 8 lew tataiibes have been reponed.

Tagreto has shown milc anticholinergic achvity. theretore, pabhants with INCreasad intraccular
prassure shoulg be CloSely observed dunng therapy

Because of the rel:uonship of the drug 10 other tneyclic compounds, the  pessioility of

activabon of a latent psychosis and, in eidery pREEALS, O1 conlusOn o aginalion should be bOMe
¥ rung.
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PRECAUTIONS

Gengral

Balfore intabing thesapy. a delalsd mstory and physical examnabon shouls be made.
Tegralc shouid be used witn caunon in patents with a mixed saizure disorder that includes

alypical absance seizuras. sinca in thesa patients Tegretol has baen associated with ncreased

frequency ot generaized convulsions (sae INDICATIONS AND USAGE).

Therapy should Da prescrbad ohy aMer cnucal pensht-lo-nsk appraisal in pabents with a
history of cardiac. hepat:c, or renal damage. adverse hematologic reaction o olher drugs, or
interrypled courses of therapy with Tegretol.

Since a given dose of Tegretol suspension will produce hugher paak laveis than the same
001 given astha tablel, it i$ recommended that palients given the suspens:on ba started on iower
dones and increased slowly 10 avoid unwanted sida eftects (see DOSAGE AND ADMINISTRA-
TION)

Intormation tor Patients

Patents should be made aware of he sary tuxic signs and symptoms of a potantal hematologic
probiam, such as fever, sore throal. rash, ulcersin the mouth, easy bruising, petechizi of nurpunc
hemorrhage. and shouid be adwised fo report 1o the physiaian immediataly iIf any such signs or
symptoms appear.

Since thiZoNess and drowsiness may occur, patiants should be cautioned about the ha. uds
ol operating machunary or automobiles or €NgagINg i Gihar poléntially dangerous tasks.
Laboratory Tests
Complete pretreatmant blocd counts, including piatalets and possibly reticulocytes and setum
1ron. shouid be obtaned as a paseuna. It a patent in the course of treatment exhibits kow or
decCreased white biood ceil or pialels! counts, the patient should bea meniorea closaly.
Discontinuanon of te drug Sho A0 be considered il any evidence of sigfihcant bone Marrow
depression davelops.

Bassline and penodic eva.uabons of iver funchon, ¢ . beulary in pabents weh a istory of liver
disease. must b parformed dunng treammant with this drug since livar damage may occur. The
driig should be ciscontnued immediately in Cases ol aggravated hver dystunclion or active liver
disease

Baseling and penodic eye axaminacons, inciuding shita . funduscopy, and tonomatry. are
recommendad SinCs Many phandifuazines and relatec d-Jgs have baen shown to cause aye
changes.

Baselne and penodic complale unnaiysis and BUM . determinanons are recommanded for
patients ireated with this agent because of cbserved 1:na* dystuncton.

Monitonng of blood teveis (see CLINICAL PHARIACOLOGY) hac increased the ethcacy
and satety of anticonvuisants. This momitonng may e particulary usetul in cases cf dramatic
INCreass in seizure fraquency and fo; venhcabhon o' comphance, In addibon, measuremant of
drug senum levels may adin delsrmining the cause. of 10xICity when Mmors tfian one medicahon
15 being used.

Thyroid function tests have Deen reported 1o show dgcreased values with Tegratol agmins-
tered aiona

Hyponatremia has besn rapoied n assoc-won with Tegretor use, ethar alone of In
compination with other grugs

Interfarence with 5GMie preagnancy tasts Nas / gen repored.

Drug Interactions
Clirucally meann igiui drug interachons have © . uimad with concomiant medicatons and include,
Bul are not lirutad to, tha foliow:ng:

Agants That May Alfect Tegretol Plasy 1 Levely
CYP JA4 inhibitars inhibit Tegratol metac . ism ano can thus increase plasma caibamazepine
leveis. Drugs that have basn snown, o w ) Jid be dxpected. 1o Increase plasma carbamazepine
lévals include
Gmebding, UaqAazo), dihazem, racr. ides. enAnromucn, roleandomycin, clanthromytin.
fiuoxetng, tartenadine, ISonIAzid, nia | NaMmde, ricotinamide, Propoxyphena, kotaconazole,
\Wwaconazola, verapamil, valptoate. *

CYP 3Ad inducars can increass the rat ) of Tegretol matabclism. Drugs that hava been shawn,
Of that would be expacted. 10 decrasse plasma carpamazepns lavels include
cisplatin, doxorubicin HCI, feibamate. 'ntampin, phenobarbial, phenytoin, pnmidong, ihe-
oohylhng.

“increased ievels of the active 10.11-apoxde
"decreased levels of carbamalzepine and increased laveis of the 10.11-epoxide

Eftect of Tegretol on Plasma Levels of Concomitant Agenis

InCraased ([gveis: clomipraming HCI Bhanyton, phmidone

Tagratol induces hapabe CYP actvity. Teg.atol causaes, or would ba expectsd 10 Cause,

dacreased [evais of thy foklowing:
acetaminophan, aprazolam. Clonarepam. ClOZApINg, LCUMBID!, 0GAYCYCHNG., aTNOSuXiMide,
halopandol. MeMsuxiTiie Ofai CONraceplives, phansuxutide, phanytoin, thaophyiing,
valproate. wartann,

Conconutant ac 0 of ¢
ude eflec

Altgrations of thyroqg . ACKON Nava DeEN MEHOEd 1N COMDINGLON therapy with oifar anboon-
vuisant Madicahons.

Jepue and ithium may ncreass the nsk of neuratone

Breakthrough bleeding has been reponed among patents receving CONCOMIEANE oral Cantr.

plives and their rekability may be adversely atlected
Carzinog is, Mutag is, impairment ot Fartility
Carbamazepine, when adminisiered to Sprague-Dawlgy rats for two years in the disl at 0osc
of 25,75, and 250 mo/kg/day, resuited in a dose-relaled Increase in the incidence ol REPAatcs
lular tumors in temales and of berugn intersitial celt a0enomas N tha testes of males

Carbamazeping mus!. therefore. be considered 10 be carcinogenic in Sprague-Dawiey rat
Bactenal and mammaiian Mutagencity studias using L ArbamMazepine produced Negabive result
The sigruficance of these lindings relative 1o the usa of varDAMAzepne i UMANS 1S, BLPIeser
urknown.

Pregnancy Category C

Tegretolhas been shown [0 have adverse ettects in reproc Chon siudiasin rats when given ora
indosages 10-25 bmes the maximurm human dady dosage o 1200 mg. in rat taratalogy Stude
20t 135 offspnng showed kinked nbs at 250 mg/kg and 4 of 119 onJonng at 850 mg/Akg Show:
othes ancmaies (cleft palate, 1; alpes, 1; anophthalmos, 2). In repiuduction studies in rar
nursing offsping demonsirated a lack of weignt gain and an unkempr apps Arance at a matem
dosage leve! of 200 mghg.

In humans, transplacental passage of Tegratol s rapid (30-60 muu Bs), and the drug
accumulatad in fetai hssues. with hgher (avels found in liver and kidney t \an 0 bran and lun

Thare are no adequate ano well-controlied studies in pregnant women. Epdemiciogical da
Suggast that these may b@ an associabon batween tha use Of cartbamazeping dunng preagnan:
and congerutal maitormatons, including spina bifida. Tegretol should be used dunng pragnanc
only It (e potantial panaht jushlies the potantial nsk 1o the fetus.

Ratrospective case reviews Sugges! thal. compared with monotherapy, (Nere may be a hign-
pravalence ol teralogemic effacts associaled with the use of AnBCONVUISANIS IN combNalc
therapy. Therelore, monotharapy is recommaended for pregnant women.

s important to note that anticonwvuisant drugs shoukd not be discontinuad in patients in who:
the drug is admiristered o Pravent Major sMIZures DACAULE of Me SHONG POSSIBIY
précipaanng stans splepticus with antendant hypoxia and thraa! (oide. Inindividual cases whe
tha saventy and frequancy of the seszure disoroar arg sucht | remaval of medicaton Qoss e
POS@ a senous thraat 1o the patent, discantinuation of tha aruy May be CONSDEsd pnor 10 ar
Quring pregnancy. aithough 11cannot La said with any conhgance that even IMNor SeZJIes ©
et pose Some hazard Lo the develaping embrye of fetus.

Labor and Delivery

The elec! of Tagrelol on human labos and delivery is unknown.

Nursing Mothars

Tegratol and its epoxide matadolite are transtarred 10 breast ik, The raba of the concantrat:
i breastrulk o thal n matemal plasma is about 0.4 tor Tegretol and about 0.5 for me epcac
The estmated Joses given to the riewbom Cunng breasi fesding are i the rangs ol 2.5 my da
for Tegratol and 1-2 mg daily for tha apaxide.

Because of the potentiai for senc.; adverse reactions in mursing infants from carbamazep
a oacision should be made whether 10 discontinus NuIsIng o 10 Gsconlinue tha drug, Wlor
nto account the imporlance of the drug (o the mother.

Peciatric Use

Suostantal endence of Tegrelol's effectivandss for use in the managemant ol chidren wi
eplepsy (se& Indicabons fof speciic seizure types) 1s dunved hrom clinical nvestgano’
pertormad in adullts and rom studies N Saveral in wviry systams which support the conciusion th
(1) the pathoganatic mechamsms underlying saizure Dropagabon are essenuaily identcal

adults and children. and (2} e mechanism of acoon ot Cardamazemne i1 treabig, seZures
essenhally wenhcai «n agulls and shddren

Takef 85 2 whoig, thS iNIDIMANon Supprits | (uog 190N That the genadally accep).
therapeulic range of iotal carbamazepine \n p'L_mro. tue 415 meg/mL) is the same in chila:-
and adults.

The evidence assembled was prmani y COSHE( e el Mrmuse of carbamazepne T
satety of carbamdzening in Chilkdrén has baa sysmrsicaiy studied up ta 6 months, NG long:
tarm cala from camcal trals is avalabia.

Geriatric Use
NO SyStemalc Sruthes v Qenalhc patents have heen conducied.

AOVERSE REACTIONS

It aciverse reactons are of such sgventy that e grug must be discontinued, The phy siCIan my
b3 aware that abrupt iscontinuaton of gny anticonvulsant drug I & reSponsive epdeplic patie
may lead o SeiZurks Or Bven slatus spileplicus with its kte-threatering hazards.

The mMOSt savAre adverse reactions have been cbsarvad in he hemopoiatic system (s.
bound WARNING}, the siin, and the Cardiovascular system.

Tha most trequently observed advarse redctons, particulaty dunng ha el phases
thesapy, are dizziness, drOwsilass. UNsieadiness, Nausea. and vomiting. To murwmize
possibility of such reactons, therapy shouid D& wuhaled At The .Ow JOSAQA recoOmmencad.

The following addior.al adverse reachons have been reporte
Hemopoistic System: Aplusic anamia, agrunulocyioss, pANCYIODenia, Dong marraw dapre
s10n, thrombocytopana, MUkopenia. Ieukocyloss. S0SINOPia. acute inteFMIttent porphyna
Skin: Prunhic and arnythematous rashes. urtcana, loxic spdermal nuctolysis (Lyell's synarom
(see WARNINGS), Slevens-johnson syndroma (sae WARNINGS), photosansitvty reachor
alterahions n skin pymentahon, exichabve dermahhs, srythema mumiionna and Nodosy
purpura. aggravahon of dissaminated lUpUS erythamalosus, aiopeca, and diaphorasis
COMMN CASES. SCONL NUADON of therapy may be necessary. (solatad cases of hrsubim ha
Desn reporad, but a CaUsal relationshug 1§ Not claar.
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Cardiovascular System: Congestve hear fadure, edema, aggravabon ol hypartensich,
hypotension, syncopa and collapse, aggravabon ot coronary anery disease, armymimias and
AV piock . theombophiabits. thromboemboksm, and adenc pathy of lymphadencpathy.

Some of these cardwvascular comphcatons have resulted :n fatahties. Myocardial
ntarchon has been associated with other tncycks COMPOUnds.

Liver: Abnormalibes nbver tunction lests. cholestate and hepatoceliviar jaundice, hepatts.

Respirstory System: Pulmonary hygarsensitivily chavactenzed by fever, dyspnea,

pReumonIls, OF preumona.

Genitouringry Sysiem: \Jnnary irequency, acule unnary relenion, cuguna win slevaied

bicod préessure, azolermia, renal falure, and Impotence. Albuminuna, glycnsuna. elevated

BUN. and microscopic Ceposits in T unne have aiso ben reportsd.

Testicular AYophy cocurrad in rats recerang Togratel ~ally rom 4-52 waeks at dosage
tavets Of 50-400 mgfgiday. Aodtonally, (ats fecevng s3I0t In the diat tor 2 years Bt
dosagelevels of 25, 76, and 250 mg/kg/day hvd a dose -reiated incidence of teshcular alrophy
and asparmatlogenssis. In dogs. it produced a brownish discolorabon, presumcbly a
matabolita, in the unnary bladder ataosageievels of 50 mg/kg and highes. Relavanca of these
fingings o RuMans 1S utkNown.

Nervous System: Dizzinass, Growsinass. oisturbances of coordination, contusion, head-
ache. fatigue, bl red vision, visual haliucinations, transient dipicpua, oculomotor Jisiurbances,
nystagmus. speech diSiurbances. apnOMmai INVo'UNiary movemanis, panpheial naunts and
paresingsias, gepression with agitalion, alkabveness. tnnilus. and Nyperacuss.

Thare have been :eports of associaled paralysis and other symptoms of cérepral antenal
insutficidncy. but the exact relabonship of thesa reactions 10 the drug has not been estabiishad.

Isclated cases of neuroleptic maiignant syndromie heve been reponted with concomitant use
of psycholropic drugs
Digastive System: Nausea, vomiting, gastnc distress and abdominal pain, diarmea. constpa-
tion, anarexia, and dryngss of the mouth and phanynx, including glossis +nd stomants.
Eyes: Scatteraad punclale comical lens opacilies, as well as conjuncuvitis, ave been reporned.
Althougn a GIract causal ek ionshp has nof bean astabli-hgg, many phenothuiZines andralated
drugs nave beecn shown 10 Cause eys changes
Musculoskelatal System: Aching jints and mu- i85, and lag cramps.

Metabolism: Faver and chills. Inappropnate antdmuretc hormone (ADH) sacration syngrome
has been reported. Cases ol frank water IN10x.Ccanon, with dacreasad serum sodwm {hyponatre-
mia; and contusion, have been raponed M associabon with Tagrelol use (5ee PRECAUTIONS,
Laboratory Tests). Decraased leveis of piasma calcium have been reporiad.

Other: |s0iatad Cases ol 3 lupus enyinamalosus-ike syndroma have baen reponted. Thers have
been -ccasional repons of etevated lavels of cralestercl, HDL cholestarol, and tngiycendes n
patants takng anhcenvuisanis.

A case of asephc meninQitis. accompanied by myocionus and penphieral ecsinochilia, has
been reportad in a palient lakng carbamazening th comMBbinahon with other medcatcns. The
panent was successiully aechalienged. and the menmngils reapreared upon rachaiengs with
carcamazapine.

DAYG ABUSE AND DEPENDENCE
No ewidence of abuse polannbal has paen associated with Tegretol, no! 1s thets gvidance of
psychalogical of physical dependence i humans.

OVERDOSAGE
Acute Toxicity
Lowest known 1athal dossa: agults, > 60 g (39-year-old man}. Mighes! known dosas survived:
adults. 30 g (31-yeal-0i¢ woman); chudren, 10 g '6-year-ild boy); small cruldren. 5 g (3-year-
old gir).

Oral LT, inammals (mg/kg): mice, 1100-3750; rats, 3850-4025; ranbis, 1500-2680; guinsa
pigs. 320.
Signs and Symptoms
The hrst signs and symptoms appear atter 1-3 hours. Neuromuscular disturbances are the most
promingnt Cargiovascular GiISOIOars are genarally milder, avd Savere carglac complicabons
occur only whan very high dosss (>50 g) have bean ingested.
Respiration: Irreguiar braathung, respiratoly deprassion
Cardiovascular System: Tachycanda, nypolension of hypartension, ShHock, conduction disol-
ders
Nervous System and Myacies: imparmaent of 2onS410USNYSS TANGING (N Seventy 10 Caap cOma.
Convuisions, especially i smail chuoren. Molor restiassness, muscular twilching, tramot,
athetod movemnents, opisthotonos, ataxia, drowsiness, d:izziness, mydnasis, Nystagmus, ad-
adocnorinasia, Balism, payChomols! GSIUMDances. dysmeima. inkal hyperratiana, tolowaed by
Ryporsfiexa.
Gastrointestinal Tract; Nausea, voming.
Kidneys and Bladder: Anuna of Ohguna. unnary rMetenton
Laborgtory Findings: Isolated nstances ol overdosage have inciuded lsukocylos:s. feduced
leusccyls Count. glycosuna and acstonuna. EEG may show dysythmias
Combined Poigonng: When aiconol. Incyciic anhdepressants, barbiturates, of fvdantons afe

taken 3l tNe same tme, the Signs and Symptoms of acute POIOING with Tegretol may be
aggravaled o motilied.

Treatment
Tne PrOGNoHIS IN Cases Of severe pOiSoning 15 cnbically deps ant upon promp SHTUNALCN O’
dryg, which may ba achieved oy INGUCING voriting, ifn alng the siomach, and by 1a-
appropnate ste,s 10 diminish aosorpbon. if these meas.res Lanndl be implemanted without
on the SPOL, the patient snouid be ranstemad at ohce [0 & NOSPItal, wikle ansunnyg ha
tuncnons are safeguardec. Thare 13 no specific antaote.
Eliminstion of the Drug: Inguction ol vormiing

Gastne lavage. Even when more than 4 hours have @lapscg iollowing ingesuon of the o
the siomach should be repeatedily rngatec, espacialiy if the cabent has aiso onsumed alcc
Meggures 10 Reduce Absorplion: Achivated charcoal, laxalives.
Messures to Accelerste Elimination: Forcad diuesis.

Dialysis 18 indicated oniy in sevele possoring associated with renal falure. Replacen
transhusion is indicated in savere PHBONING «n sMail chikgran,
Respiratory Depression; Keen tha arways free. resor, i nacessary. 10 endotract
ntubation, amikcial respiration, and administralion ol oxygen.
Hypotension, Shock: Keepthe paliant £i8gs raised and adrministar a piasma expander. Itb
pressure fals 1o nse dAspie MeASUEs WAKAD 10 NCI4ASE PASMA volume, use ol vasoal
substances shouid be considered
Convuisions: Diazepam of barbinuiates.
Warning: Diatepam o bastiturales may aggravale 1@spiralary depresson (#3pecal
chilgren). hypoiension, and coma. However, barbiturates should 0ot be used if drugs thatin:
MonoAImINg cxcase Nave also been takan by the panent sither i Ove/dosage of in few
harapy (within 1 waak),
Surveillance: Respiration. cargiac function (ECS monitoning), blood pressure. body temp.
ture. pupiary reflexes. and kigney and btadder funct.on should be rmomitured for several .
Treatment of Blood Count Abnarmalities: It endence of significan! bone marrow Jepres:
deveiops. the following recommendanoens are suggested: (1) siop the drug, (2) periorm ¢
CEC. plateigl, and reliculocyte counts. (3) 6o a bone mMarrow aspirabion and Uephing b
mmaediately and repaal with sufhc:ent fraquancy 10 momitor recovery.

Speciai panodic suges mignt De heiplut as follows: (1) while cell and plataiel anuboc
(2)"F e —lerromineac STucies. (3} penoheral biond Cell typing. (4) CY1008N08HG STLUdWs On Mmar
and perpheral bicad, (5) bone marrow cuiilre studias for coiony-formiig units, 18) hémog!
alectrophores:s for A, and F hemoglobin, and (7) sdrum tolic acid and B, laveis.

A fully developed aplasic anamia will require approprate, Inlensive MomMionNg and the:
for which specialized consultahon should ba Sought.

DOSAGE AND ADMINISTRATION (58@ 1able Delow)
Morionng of bicod teveis ras ncreased the elicacy and safety of anuconvuisants
FRECAUTIONS, Laporatory Tes 51 Dosage should he adjusied to the nesds of the ingn
panent. Alow irmiaidaily dosage wiina gradual InCreasg is advisad. AS SO0N 35 A0SQUANE SO
1S achiaved, the dosage Mmay b requced very graduslly 1o the mwnmum electve le
Mecanon Shauld [ Taken with Mu3is

Since a gwen dose of Tegretol suspension will produce higher peak leveis than the same C
Siven as thae tabigt. itis recommended 1o startwith low dosas (Chudren 6. 12 years: 1/2 teast
Q.1.¢.) and to Increase slowly 10 avoid unwanted ss aMects,

Conversion of patiants from oral Tegreiot tablets to Tegretol suspension: Patients shoul
converted by admenistenng ma sama numbaer of mg per day 10 smaier, rofe frequent doses -
D.1.d. tablets to Lid. suspension)

Tagretol-XR 1s an axiendad.reieass tarmulanion for twice-a.day adrmirusiration. Whan
verting patients from T agretol convenionaitablats (o Tagretol-XR, the samae tolal daly mg ©
of Tagratol-XR should be agminstared. TegratohXR tabiets must be swallowsd whole
nevar crushed or chawed. Tagreol-XR abiets showd be inspected for chips or cra
Damaged tab/=1s should not e consumed.

Epilepsy (see INDICATIONS AND USAGE)

Aduits and children aver 12 years of age — Initial: Either 200 mg t.i.d. for 1ablets anc:
tablets, or 1 teaspoon q.1.0. for susCeNs,oN (400 Mg/day) INCrease at waekly intervais by ac
up 10 200 mgicay usng a 0 1.d. rggimen of TegretokXR or a t.r.d. of q.i.0. regImen ol the ¢
formulations untl the optimas responss 18 cbtanad. Dosage genarally should not excesd °
mg daily in childran 12-15 years o1 age. and 1200 mg caily in patients apove 15 yaars ol
Dosas up to 1600 mg daiy nave Cesn ysad in adults In rars nstances. Maintenance: A:
aosage 10 the munmum etfechve avin, usually BOO-1200 mg daily,

Childran §-12 years of age — Initial: Either 100 mg b.1.d. tor tabiats or XR tablats. o
1823p00N G..¢. lor suspension {200 Mg/day). INCreass at weakly IntervAis Uy a00Ng up 1o
mg/iday using & b1 d. regimen of Tegrelal-XR o at.).d. o g.i.d. regimen of the othe: formula:
unnl the opbmal responsa s optaned. Dosage gensrally Shouk! not exceed 1000 mg ¢
Maintenance: Adiust dosage to the mimmum eftachve level, usually 400-300 mg dady.
Children under & years of age — Initial: 10-20 my/kg/day B.1.d. or Li.d. 33 1ali8LS, of . ¢
SUSDENSION. INGlease weekly 1o achieve OpaMmal clincal responss acmunigstered Lig. of ¢
Maintenance: Ordinarily. opbmal Cinical response 1s achuaved at daly dosas balow 35 m:
It satsiactory clincal rasponsa nas not been achisved. plAsma ievels Should De measurs
determune whather of NOt they are in tha therapsutc range. No (ecOMMENdAton egarhn:
salety of carbamazepine for use BY doses above 35 mg/kg/24 hours can be made.
Combination Therapy: Tegrato! May e uSed alone or with oiher anticonvuisants . Whnn a
10 sushNG ANbEoNvLISANT Ngrapy. T drug shouid be added gradually whilh the other ant
VUISANIS Bls Manianed or graguaily Secreased. Sxcepl phanylcn. wiuch may nave |
ncreassd (3a8 PRECAUTIONS, Diug lnisracbons. and Pregnancy Calegory Q).
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‘rigeminal Neuraigis {see INDICATIONS ANG USAGE|
nitinz: Qrithe hrst gay. adher 100 Mg 0.1.d. Yor tatieis or XR tablsts, ¢« +/2 teasnoon q.1.4. for

HOW SUPPLIED
Chewadie Tabiets 100 my — ound, red-specklad, pink, single-scored (impnnteq Tagratol on
Ore 5108 and £ F twice on (he SCOMMT Suty )

Bottesot1o0 . . o NOC 58887-052.30
Unit Dose (birstar pack)
Box af 100 [sinps o O NOC 58887.652-32

Donctstor aboves<k (aoee ). Protecttrom lightand moisturg. Cupensen ognt, Hght-rasusiant
onannar (SR,

Tadkeis 200 MG = CAPSuIs-shaped, PINK. single-scored {impnnied Tegreiol on ono sige arg
27 twice on the Pamally s<oreg sida) :
Bomesof 100 -
Bottles ¢ 1000 .
Unit Dose (Dhistar pack)
8ax of 196 (stnps of L7 I

. NOC 58887-027.30
-« NDC 5888702740

e NDC 5888702732

Qo not stora abosm 86°F (3°C). Prwect from Moisture. Dissensg in aght.contpnar (8P

XA Tabiets 100 mg ~ tound, yaliow, coated (mpnnted T on one wde and 10G Mg on the other,
tRi®ASE DO On ona sige

Boniesot100 ., NOC 0083.008 1.3
Unit Dose {biister pack
Box of 100 (Spsof 10) . NOC 0083-0061.1>

XR Tablets 700 MG — round, pink, Coaled (impanted T an one side and
FEIRRSS DONI 0N ong wge
Boties of 10G .., T e g e

Uit Dose (bistar pack)
Box ol 100 (s PEOH D) i

XR T-ahrsdoomyhround. brown, coated fimpnnteo
r&ieasa poral on one 4ids
Bott'as of 100
Uit Dose (biister packj
Box of 100 (strps of 10)

Store at conpolled room iemparatyss 150-39°C (59°-86°F}. Frotect kom mosiure, ispanse -
gl contaner (USP).

Samples, when avalable, ars idenhhed oy the word SAMPLE AP0AANNG On each sl

Suapansion 10p me's mil {teaspoan) — yellow-orange, Citrus-vanula favored
Botties of 450 me ... T e NDC SABBT-019.76

Shake weii betore using.

Do fiot swore above 86°F (30°C). Dusperse in Rt hght-resistant containgr USR],

- DmE_In_lonnltbn
T Inma) Nose Subsequen O, se Mavnum Baiy Dose
— e —— D58 cSxm Daiiy £ -—
Indeaion Tater xR 5S4 spension Teblat Suspenson Tapiar” XRt Suspension
Epiic pay
Unaar & yr 10-20 ko day 10-L0mghgioay | incraas & woply Increase weskly | 35 mky2d by 35 mohg2e v
bid artsg QL. ) #chw 1o acheve (30 Dosape 1302 Dosage
ophmal i-inical opbmai chcal AN Admunestranon AN ADPIirsion
@sponse Lig. response, 144 SICION 3hove ) S#chon abdve;
arg.ig, orqud
Womge.d W spg.g Addupre A Asd up g 11gp
{200 mg/day; (210 meygay; 100 ngyday N0 myoay 100 movday a1 1000 mg/24 e
A wiek)y al weauy Webkly Nitervaig,
niervaly, Fiarvals, Lid g,
1.8. o0 gigd tad
20 mgp.o JIspqug Add up o Add up to Aod up ip
140G mgyday) 1400 meyday) 200 tyyazy 200 mgsay 21p !UOOWZAM(IZ-TSy:i
Al waekry Al weexly (200 mgjrday 1200 mg/24 b 115 yoy
nlervals tig nleovals bad g wotkly 160 1G24 hr (aults, e nislances;
o q..d vl 1.od.
o gy
Trsgeming -
Neurzigis 0 mae.g 0 mgpd 112180 Q. Addup to Add up fo Add wio 2 tsp
(200 meyaay; (2K mgdasy) (200 mg/day; 200 meyday 200 moyday 1200 mgyaay 1200 mgy24 tw
N Ncrarnanty ANCTemeNls & rcramanly
ot 100 mg. o100 myg oS0 mg
vy 12 e ey 12 R {1280 Qo
“Tatl « Chewaou or COMVEOtional tadiels
MR = Tagretot®-¥R extence >reisase i
POO0O0O 66540G C96-9 (Rav. 2:¢
Tegralol Susoensic Manyutactureg by Ciba-Ggy Comparatio:

Ciba-Gaigy € apaca. Lig.
Oarvar, Quet g, Canaga

CIBA
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Labeling: j‘:!/ /“,: ~ }

NDA No:.*." " - = «

Tegretol® css-9 (R';'si'::& Reviewed by:
carbamazepine USP

Chewabie Tablets of 100 mg « rec-apeckied, pink oy /ﬂ / 96

Re'd.

Tablets of 200 mg - pink
Suspens,on of 100 mg/Smb

Tegretol®-XRA

{carbamazrpine extended-release tablets)
10G mg, 200 t1g, 400 mg

Prascribing Inormation

WARNING

APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTEDIN ASSO-
CIATION 'WITH THE USE OF TEGRETOL DATA FROM A POPLLATION-BASED
GCASE CONTROL STUDY DEMONSTRATE THAT THE RISK OF DEVELOPING
THESE REACTIONS IS 5-8 TIMES GREATER THAN IN THE GENERAL POPULA-
TION, HOWEVER, THE OVERALL RiSK OF THESE REALTIONS 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 FOR APLASTIC ANEMIA.
ALTHOUGH REPCRATS OF THANSIENT OR PERSISTENT DECREASED
PLATELET OR WHITE BLOQD CELL COUNTS ARE NOT UNCOMMON IN ASS0-
CIATION WITH THE USE OF TEGRETOL DATA ARE NOT AVAILABLE TO ESTI.
MATE ACCURATELY THEIR INCIRENCE CR QUTCOME, HOWEVER, THE VAST
MAJQRITY OF THE CASES 2F LEUKQPENIA HAVE NOT PROGRESSED TO THE
MORE SERIOUS CONDITIONS OF APLASTIC ANEMIA OR AGRANLUILOCYTQSIS.
BECAUSE OF ThE VERY LOW INCIDENCE OF AGRANULOGCYTOSIS AND
APLASTIC ANEMIA. THE VAST MALORITY OF MINOR HEMATOLOGIC CHANGES
OBSERVED IN MONITORING OF PATIENTS ON TEGRETOL ARE UNLIKELY TO
SIGNAL THE OCCURARENCE OF EITHER ABNORMALITY  NONETHELESS, COM-
PLETE PRETREATMENT REMATOLOGICAL TESTING SHOULDBE OBTAINEDR AS
ABASELINE IF AFATIENT iN THE COURSE OF TREATMENT EXHIBITS LOW CR
DECREASED WHITE BLOOD CELL OR PLATELET COUNTS, THE PATIENT
SHOULC BE MONITORED CLOSELY DISCONTINUATION OF THE DRUG
SHOULD BE CONSIDERED IF ANY EVIDENCE OF SIGNKIFiZANT BONE MARROW

DEPRESSION DEVELOPS

Betore prescribing Tegretol, the physiciam should be throughly tamiliar with the
details of this prascribing infoermation, psrticularly regarding uas with cthar drugs,
sspacially those which tuste toxicity p !

CESCR!PTION

Tegretol, carbamazeping USP. s an anticonvuisan! and speclic anaigesic ‘o tngeminal
nauralgia. available for oral aUMINISIrANON 35 chawable tablsts of 100 mg, tabiets of 200 mg, XA
tablats of 100. 200, and 400 mg, and as a suspansion o 100 mg/SmL (leaspoon). ks chamucal
name 15 SH-gibanzit flazepine- 5-carboxamiga, ana its structural tormuia s

cSe

1
CONH,

Carbamazepine USP 1S a white to oft-whity powger, practically insC'ubla i watar and solutiles

n alconol and 10 acetone, It molacular wignt is 236.27.
inactive ingrecients. Tablsts' Colioidal silicon doxdde, DAT Aed No. 30 Alymunum Lake
it «able laplets only), FDAGC Red No. 40 (00-mq lablats only), Havoring {chewable tublsts
Otny). Q8lADA, glycann, Magnesium Stearate. socium starCh glycolate {Chawabia 1ablets anly),
starch. sledng acid, and SUCrosa (Chewabis tablets only). Suspension: Cithe acid, FDAC Yatow
No.§, Havonng, poiymaer, polassium sorbale, propylena glycol. puified wale: sorbitol. Sucrose.
and xanthan gum. Tagralol-XR tabiets. cellyiose compounds, dexirales, ron oxdes. magne-
swrn stearie, Mannitol, polyathylene giytol, socum lauryl sullate. utarium dioxds (200-mg

" tabiets only).

GCLINICAL PHARMACOLOGY

In controlleg chrcal tnais, Tegratol has besn shown 16 be sttectve in the treatmant of
psychomotor and grang mal saizures. as weli as tngeminal neuralgia.

Machanism of Action

Tagralol has demonsirated antconvyisant propemes n rats and mice with slectncally and
charmucally inducon senzures It appears 1o act Dy reducing polysynaptic responses and blocking
the post-tetanuc polanbation, Tegretol greatly reduces of abohshes pain induced ty struiation
ol the wiraarbital narve ""r.!s ang 1315 11 Oepresses thalamc potential and busbar and
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(Note to Sponsor:.Changes are in'REDLINE;,#equésts forlifip i onuny &

Chewable Tablets of 100 mg - red-speckled, pink
Vablets of 200 mg - pink
Suspension of 100 mg/smtL

Tegretol®-XR
(carbamazepine extended-release tablets)
100 mg, 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
DEVELOPING THESE REACTIONS IS 5-8 TIMES GREATER THAN IN THE
GENERAL POPULATION. HOWEVER, THE OVERALL RISK OF THESE
REACTIONS IN THE UNTREATED GENERAL POPULATION IS LOW,
APPROXIMATELY SIX PATIENTS PER ONE MILLION PCPULATION 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 COUNTS ARE NOT UNCOMMCN IN
ASSOCIATION WITH THE USE OF TEGRETOL, DATA ARE NCOT AVAILABLE TO
ESTIMATE ACCURATELY THEIR INCIDENCE OR OUTCOME. HOWEVER, THE
VAST MAJORITY OF THE CASES OF LEUKOPENIA HAVE NOT PROGRESSED
TC 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 HEMATOLOGIC CHANGES
OBSERVED IN MONITORING OF PATIENTS ON TEGRETOL ARE UNLIKELY TO
SIGNAL THZ OCCURRENCE OF EITHER ABNORMALITY. NONETHELESS,
COMPLETE PRETREATMENT HEMATOLOGICAL 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 MONITCRED CLOSELY. DISCONTINUATION OF THE
DRUG SHOULD BE CONSIDERED IF ANY EVIDENCE OF SIGNIFICANT BONE
MARROW DEPRESSION DEVELOPS.

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

Tegretol. carbamazepine USP, is an anticonvulsant and specific analgesic for trigeminal 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/5ml {teaspoon). Its chemical name is 5H-

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 (chewable
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, prapylene glycol. purified water, sorbitol, sucrose, and xanthan gum. Tegretol-XR tablets:
cellulose compounds, dextrates, iron oxides, magnesium stearate, mannitol, polyethylene glycol, sodium
iauryl sulfate, titaniur 1 dioxice (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 o act by reduciny polysynaptic responses and blocking the post-tetanic
potentiation. Tegretol greatly reduces or abolishes 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 control the pain of trigeminal neuralgia. The mechanism of action remains unknown.

The principal metaoolite of Tegretol, carbamazepine-10,11-epoxide, has anticonvuisant 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 not
been established.

Pharmacokinetics

In clinical 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 bioavailability of the XR tablet was 89% compared
to suspension. Following a b.i.d. dosage regimen, the suspension provides higher peak levels and lower
trough levels than those obtained from the conventional tablet for the same dosage regimen. On the other
hand, following a t.i.d. dosage regimen, Tegretol suspension affords steady-state plasma levels
comparabie to Tegretol tablets given b.i.d. when administered at the same total mg daily dose. Fgilwing

a b.i.d. dosage regimen, Tegretol-XR tablets afford stedgy=$tate’plasmalevels’comparable ta"convéntidial

Tegretol tablets given q.i.d., when administered at the samezotal. mg gally;do_sgj Tegretol in blood is 76%
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bound to plasma proteins. Plasma leveis of Tegretol are variable and may range from 0.5-25 ugimL, with
no apparent relationship to the daily intake of the drug. Usual adult therapeutic leve!s 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 lavels peak at approximately 1.5 hours
compared to 4-5 hours after administration of conventionai Tegretol 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 varable. Autoinduction is
completed after 3.5 weeks of a fixed dosing regimen. Initial half-life values range from 25-85 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 argely of hydroxylated
and conjugated metabolites, 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. Carbamazepine is more rapidly metabolized to carbamazepine-10,11-epoxide in the younger
age groups than in aduits. 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 ingicated for use as an anticonvulsant drug. Evidence supporting efficacy of Tegretol as an
anticonvulsant was derived from active drug-controlled studies that enrolied 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 cther partial or generalized seizures.
Absence seizures (petit mal) do not appear to be controlied by Tegretol (see PRECAUTIONS, General).
Trigeminal Neuraigia

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

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

Tegretol shouid not be used in patients with a history of previous bone marrow depressian,
hypersensitivity to the drug, or known sensitivity to any of the ‘ricyclic compounds, such as amitriptyline
desipramine, imipramine, protriptyline, nortnptyline, etc. Likewise, on theoretical grounds its use with
monoamine oxidase inhibitors 1s not recommended. Before administration of Tegretol, MAO inhibitors
should be discontinued for a8 minimum of 14 days, or longer if the clinicat situation permiis.

WARNINGS
Patierts with a history of adverse hematologic reaction tc 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 anticholinergic activity; therefore, patients with increased intraocular pressure
should be closely observea during therapy.

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

PRECAUTIONS

General

B=’zr2 wutiating therapy, a detaued history and physical examination should be made.

Tegretol should be used with caution in patients with a mixed seizure disorder that includes atypicai
absence seizures, since in these patients Tegretol has been associated with increased frequency of
generalized convuisions (see INDICATIONS AND USAGE).

Therapy should be prescrivea only after critical benefit-to-nsk aporaisa! in patients with & history of
cardiac, hepatic, or renal damage, adverse hematologic reaction {0 other drugs; or interrupted courses of
therapy with Tegretot.

Since a civen dose of Tegretol suspension will produce higher peak levels tha~ he same dose given
as the tablet, it 1s 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, ulcers 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 drowsiness may occur, patients siould be cautioned about the hazards of operating
machinery or automobiles or engaging in other potentially dangerous tasks.
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Laboratory Tests

Compiete pretreatment blood 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 platelet ccunts, the paticnt should be monitored closely. Discontinuation of the drug should be
considered if any evidence of significant bone marrow depression develops.

Baseline and pericdic evaluations of liver function, particularty in patienis with a history of liver disease,
must be performed during treatment with this, drug since liver damage may occur. The drug should be
discontinued immediately 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 &fficacy and safety of
cnticonvulsants. 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 levels may aid in
determining the cause of toxicity when 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 association with Tegretoi use, either alone or in combir “tion with
other drugs.

Interference with some pregnancy tests has been reponed.
Drug Interactions:

Clinically meaningfu! drug interiacuons have accurred with concomiiant medications and include, but zre
not limited to. the following:

Agents That May Affect Tegratol Plasma Levels

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

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

{Note to sponsor: Please provide justification for ifie inclusion of niacinamide.snd niguitln armde in
the preceeding section, 1.e. literature references.!
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CYP3A4 inducers can increase the rate of Tegretol metabolism.-Drugs. that:have’béen:shiownionthat
would be expected , to decrease plasma carbamazepine levels:include:

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

‘increased levels of the active 10,11-epoxide
Tdecreased leveis of carbamazepine and increased levels of the 10,1 1-epo.ide

{Note to sponsor: Please provide justification.for.thefintiusion-of cisplatindosombicin: HeiXamd
theophyliine in the preceeding section, i.¢: litéTatureréferences:)

Effect of Tegretol on Plasma Levels of Concomitant Agents

Increased Levels: clomipramine HCI, phenytoin, primidone

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

acetaminophen, alprazolam, cionazepam, clozapine, dicumarol, doxycycline,
ethosuximide, haioperidol, methsuximide, oral contraceptives, phensuximide, phenytoin,
theophylline, valproate. warfarin

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

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

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

Carcinogenesis, Mutagenesis, Impairment of Fertility

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

Carbamazepine must, therefore, be considered to be carcinogznic in Sprague-Dawley rats. Bacterial and
rmammalian mutagenicity studies using carbamazepine producad negative results. The significance of
these findings relative to the use of carbamazepine in humans is, at present, unknown.

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 ribs at 250 mg/kg and 4 of 119 offspring at 650 mg/kg showed other anomalies
(cleft paiate, 1; talipes, 1; anophthatmaos, 2). In reproduction studies in rats, nursing offspring
demonstrated a lack of weight gain and an unkempt appearance at a maternal dosage level of 200 mg/kg.

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



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

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

There are no adequate and well-controlled studies 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 impertant 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 considered 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 supparts the following:italicized 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 newboern 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

Substantia! 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 conciusion that the generally accepted therapeutic range of
total carbamazepine in plasma (i.e., 4-12 mcg/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 nas been systematically studied up to § months. Nao longer-term data from
clinical trials is available.

Geriatric Use
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No systematic studies in genatric 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, exfeliative dermatitis, erythema multiforma and nodosum, purpura, aggravation of
disseminated lupus erythematosus. alopecia, and diaphoresis. In certain cases, discontinuation of
therapy may be necessary. |solated 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 bilock,
thrombophlebitis, thromboembolism, and adenopathy or lymphadenopathy.

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

Liver: Abnarmalities in iiver function tests, cholestatic and hepatoceliular jaundice, hepatitis.

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

Genitourinary System: Uninary 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
mg/kg/day. Additionally. rats receiving Tegretal 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 @ metabolite, in the urinary bladder at dosage levels of 50 mg/kg
ang higher. Relevance of these findings to humans is unknown.

Nervous System: Dizziness. drowsiness, disturbances of coordination, confusion, headache, fatigue,
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b!urred vision, visual hallucinations, transient diplopia, oculomotor disturbances, nystagmus, speech
dlgturbances, 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
psychotropic drugs.

Digestive System: Nausea. vomiting, gastric distress and abdominai pain, diarrhea, constipation,
anorexia, and dryness of the mouth ang 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 tc cause eye changes.

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

Metabolism: Fever and chills. Inappropriate antidiuretic hormone (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, HOL cholesterot, and triglycerides in patients taking
anticonvulsants.

A case of aseptic meningitis. accompanied by myoclonus and peripheral ecsinophilia, has been reported
in a patient taking carbamazepine tn combination with other medications. The patient was successfully
dechallenged, and ine meningitis reappeared upon rechallenge with carbamazepine.

DRUG ABUSE AND DEPENDENCE

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

OVERDOSAGE

Acute Toxicity

Lowest known letha! dose: adults, >60 g (39-year-old man). Highest known doses survived: aduits, 30 g
(31-year-old womanj, children, 10 g (6-year-old boy), smail children, 5 g (3-year-old girt).

Oral LDy, in animais (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.
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Respiration: Irregular breathing, respiratory dupression.

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

Kidneys and Bladder: Anuria or cliguria, urinary retention.

Laboratory Findings: 1solated instances of overdosage have included leukocytosis, reduced leukocyte
count, glycosuria and acetonuria, EEG may show dysrhythmias.

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

Treatment

The prognosis in cases of savere 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 te 3 hospital, while ensuring that vital functions are safeguarded. There is no
specific antidote.

Elimination of the Drug: Inductiocn of vomiting.

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

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

Dialysis is indicated oniy in severe paisoning associated with renal failure. Replacement transfusion is
indicated in severe poiscrung 1in small children.

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

Hypotension, Shock: Keep the patient’s legs raised and administer a plasma expander. If blood
pressure fails to rise despite measures taken to increase plasma volume, use of vasoactive substances
should b= considered.

Convulsions: Diazepam cr barbiturates.

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

hypotension, and coma. However, barbiturates shouid ngt 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 function (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, platelet, and
reticulocyte counts, (3) do a bone marrow aspiration and trephine biopsy immediately and repeat with
sufficient frequency to menitor 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, intlensive monitoring and therapy, for which
sipecialized consultation should be sgught,

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 daily
dosage with a gradual increase is advised. As socn as adequate control is achieved, the dosage may be
reduced very gradually to the minimum effective level. Medication shouid be taken with meals,

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

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

Tegretol-XR is an extenced-release formulation for twice-a-day administration. When conserting patients
from Tegretol conventional tablets to Tegretol-XR, the same total daily mg dose of Tey. - tol-XR should be
administered. Tegretol-XR tablets musat 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.1.d. for suspension (400 mg/day) Increasa at weekly intervals by adding up ic 200 mg/day
using a b.i¢ regimen of Tegretol-XR or a t.i.d. or g.i.d. regimen of the other formulations until the optima!
response is obtained. Desage generally should not exceed 1000 mg daily in children 12-15 years of age,
and 1200 mg dany in patients above 15 years of age. Dases 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 ct age - /nitial: 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 a *.'.d. or q.i.d. regimen of the other formu:ations untii the optimai respense is
obtained Dosage generally snculd not exceed 1000 mg daily. Maintenanca: Adjusi dosage to the
minimum effective fevel. usually 400-800 mg acily.
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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. s
Maintenance: Ordinarily. optimal clinical response is achieved at daily 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
carpamazepine 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 thould 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 Neuralgia (see INDICATIONS AND USAGE)

Initial: On the first day, either 1C0 mg b.i.d. for tabiets or XR tablets, or 1/2 teaspocn q.i.d. for
suspension, for a total dally 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 least
once every 3 months throughout 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 une side and
52 twice ¢n the scored side)

Bottles of 100. .. . NDC 58887-052-30
Unit Dose (biister pack)
Box of 100 (strips of 10)........oooiiiiei NDC 58887-052-32

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

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

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

Box of 100 {stnps of 10} ..o NDC 58R87-027-32

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

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

Bottles of 100 .. . ..., NDC 0083-0061-30
Unit Dose (blister pack)
Box of 100 (stnps of 10)......ococooo NDC Q083-0061-32

XR Tablets 200 mg - rourd, pink, coated (imprintea T on one side and 200 mg on the other), release
portal on one side
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Bottles of 100...... ... . e 1:0C 0083-0062-30
unit Dose (blister fack) |
Box of 100 (strips of 10)..................... NUC G383-0082-32

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

Bottles of 100............coco NDC 0083-0060-30
Unit Dose (blister pa~k)
Box of 100 (strips of 10)........cocoovveereenn. NDC 0083-0060-32

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

Samples, when availabie, ar2 identified by the word SAMPLE appearing on each tablet.
Suspension 100 mg/5 mL (teaspoon} - yellow-orange, citrus-vanilla flavored

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

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

dcc: c\doci.aie .- tolMabeling.fda
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