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Prescribing Information

7 TWARNING
APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTED IN ASSO-
CIATION WITH THE USE OF TEGRETOL DATA FROM A POPULATION-BASED
CASE CONTROL STUDY DEMONSTRATE THAT THE RISK OF DEVELOPING
THESE REACTIONS 1S 5-8 TIMES GREATER THAN IN THE GENERAL POPULA-
TION HOWEVER, THE OVERALL RISK OF THESE REACTIONS IN THE UNTREATED
GENERAL POPULATION 1S LOW, APPROXIMATELY SIX PATIENTS PER ONE MIL-
LION POPULATION PEF 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 UNCOMMON (N ASSQCIA-
TION WITH THE USE OF TEGRETOL, DATA ARE NOT AVAILABLE TO ESTIMATE
ACCURATELY THEIR INSIDENCE OR OUTCOME HOWEVER, THE VAST MAJORI-
TY 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 HEMATOLOGIC CHANGES
OBSERVED IN MONITORING OF PATIENTS ON TEGRETOL ARE UNLIKELY TO
SIGNAL THE OCCURRENCE OF EITHER ABNORMALITY NONETHELESS, COM-
PLETE PRETREATMENT HEMATOLOGICAL TESTING SHOULD BE OBTAINED AS
A BASELINE IF A PATIENT IN THE COURSE OF TREATMENT EXHIBITS LOW OR
DECREASED WHITES BLOOD CELL OR PLATELET COUNTS, THE PATIENT
SHOULD BE MONITORED CLOSELY DISCONTINUATION OF THE DRUG SHOULD

BE CONSIDERED IF ANY EVIDENCE OF SIGNIFICANT BONE MARROW DEPRES-
DIUN UEVELUFD

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

DESCRIPTION

Tegretol, carbamazepine USP, is an anticonvuisant and specific anaigesic for trigeminal
neuraigia, avaiaple for oral administration as chewable tabiets of 100 mg, tabiets of 200 mg,
XR tablets of 100, 200. and 400 mg, and as a suspension of 100 mg/5 mL (teaspoon) its
chemical name s 5H-dibenz| 2, f Jazepine-5-carboxarmde, and its structural formula 1s

e

O

|
CONH,

Carpamazepine USP 1s a white to off-white powder practically insolubie in water and solu-
ble in atcohal ano i acetone its moiecular weight 1s 236 27

inactive ingredhents Tabiets Colloaal stiicon aoxide, D&C Red No 30 Alurninum Lake
{chewable tablets only}, FO&C Red No 40 (200-mg tablets oniy), flavenng (chewable tabiets
only) gelatin glycerin magneswum stearate, sodium starch glycolate {chewable tabiets only),
starch stearnc acid, and sucrose (Chewable tablels only} Suspension Ceric acid FD&C
Yellow No 6 ftavonng, polymer potassium sorbate, propylene glycol, punified water, sorbitol,
sucrose and xantnan gum Tegretol-XA tablets celtulose compounds dextrates, ron
oxides magnesium stearate, mannitol, polyetnylene givcol, sodium iauryl sulfate titanium
aloxige (200-mg tablets only)
CLINICAL PHARMACOLOGY
In controlled ciinical tnats Tegretol has been shown to be effective n the treatment of psy-
chomotor and grand mal seizLres as well as tngeminal neuraigia
Mechamsm of Action
Teareto! has gemonstrated anticonvulsant properties in rats and mice with electncally and
cnemically Induced seizures | appears 1¢ act by reaucing polysynaptc responses and block-
ing the post-tetanic potentiation Tegretol greatly reguces or abotishes pamn inauced by stimu-
1ation of tne infraorbital nerve in cats and rats It aepresses thalamic potential and bulbar and
polvsynaptic reflexes including the Iinguomandibuiar refiex 1 cats Tegretol 1s chemically
unreiaied 1o other anticonvulsants o otner orugs used 1© conuol tne pain of tngeminal neu-
raiqigz Tne mecnanism of acticn remains unknowr

The principal metapolite o Tegrete' carpamazepne-10 11-epoxide nas anticonvuisant

activity as gemonstraled In several In vivo animal mogde!s o° seizures Though cinical activity
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¢ Teorelol are vanabie and mav range from O 0-25 wo/M_ witn no apoarent relauonsnip 1¢
e gdiv iNtake o' the arus Usual agult tnerapeutic ievels are petween 4 and 12 pa/ml

I povinerap, ine concemraton of Jearelo and CoONCOMItant orugs mav De NCreaseo or
gecreased aurina tnerap,, anda arug efiects mav be altered (see PRECAUTIONS, Drug
JnMeracuons T ONOWINT CHTOFIC Oral adMIMSITauon Of SUSDENSIDr, plasma levels peak at
approximately 1 5 nours comaared 1o 4-5 hours after agministration of conventional Teareto!
tapiets and 3-12 hours after agministration o Teoreiol-X8 1ablets The CSF/serum rauo is
022 simiiar to tne 24% unpound Tegretol in serum Because Tegrelol nduces its own
metabohsn, the hall-ite 15 also varable Autoinducton s compieted afier 3-5 weeks of a
nxea dosing regimer inital hall-ne values range trom 25-85 hours gecreasing 1o 12-17
nours on repeated doses Tegretol is metabolized in the liver Cytochrome P450 3A4 was
wentified as the major 1sotorm responsibie for the tormation of carbamazepine-10,11-epoxide
from Tegretol Aher oral agministration of '4C-carbarnazepine, 72% of the admimistered
radicachivity was found In the unine and 28% in the teces This urinary radioactivity was
composed iargely of nyoroxvialed and conjugales metapolites, with onty 3% of uncnanged
Teareto!

The pnarmacokinetic parameters of Tegreto! disposition are simitar in chiloren and n
adults However, there (s a poor correlation between plasma concentrations of carbamazepine
and Tegretol aose n children Carbamazepine 1s more rapidly metabolized 1o
carbamazepine-10,11-epoxids (a metabolite shown to be eguipotent to carbamazepmne as an
anuconvuisant 1h ammal screens) in the vounger age groups than in adults in chuldren below
the age of 15, there is an inverse relauonship between CBZ-E/CBZ ratio and increasing age
1in one report from O 44 in chiloren below the age of 1 year t1© G 18 in children between
10-15 years of age)

The effects of race and gender on carbamazepine pharmacokinetics have not been sys-
tematically evaiuated
INDICATIONS AND USAGE
Epilepsy
Tegretal is indicated for use as an anticonvulsant drug Ewvidence supporting efficacy of
Tegretol as an anuconvulsant was denved from active druo-controlied studies that enrolied
patients with the following seizure types
1 Partial seizures with complex symotomnatology (psychomotor temporal lobe) Patients with
these seizures appear 1o show greater improvernent than those with other types
Generalized tontc-clonic seizures (grand mal)

Mixed serzure patterns wnich inciude the above, or otner partial or generalized seizures
Absence seizures (petit mal) do not appear to be controlled by Tegretol

{see PRECAUTIONS, General)

Trigemtnal Neuraigia

Tegretol Is indicated In the treatment of the pain associated with true tngeminal neuralgia

Beneficial results have also been reparted in giossopharyngeal neuralgia

This drug is not a simpte analgesic and should not be used for the relief of tnvial aches or
paing
CONTRAINDICATIONS
Tegretol should not be used Int patients with a fistory ot previous bone marrow depression,
nypersensitivity 1o the drug, or known sensitivity to any of the tncyclic compounds such as
amitriptyling, gesipranine imipramine, protnptybne, nortriptyine etc Likewise, on theoretical
grounds its use with monoamine oxidase inhibitors 1s not recommended Berore administra-
ton of Tegretor MAQO mhibitors should be discontinued for 2 mimmum of 14 days, or longer «t
tne chmical situation permits
WARNINGS
Patients with a history of adverse hematologis reaction to any drug may be particutarly at nisk

Severe dermatologic reactions, including toxic epiaermal necrolvsis (Lyell s syndrome)
ancd Stevens-Johnson synarome have been reported with Tegretol These reactions have
been extremeiy rare However, a tew {atahties have been reported

Tegretol has shown miio anucnolinergic activity therefore patients with increased intraoc-
ular pressure shouid be closely observed durning therapy

Because of the relatonship of the drug to other tricyclic compounds the possibiity of
acuvahon of a latent psychosts and In elgerly patents of contusion or agitation snouid be
borne in ming
Usage in Pregnancy
Carbamazepine can cause fetal harm when administered to a pregnant woman

Emdermological data suggest that there may be an association between the use of
carbamazepine gunng pregnancy and congerutal malformations cluding spina bifida In
realing or counsenng women of childbeanng potental the prescnbing pnvsician will wish o
weign tne benefits of therapv against the nsks I this drug 1s used duning pregnancy or d the
pauent becomes pregnant wiule taking tous drug the patent snould be appnsed of the poten-
tial hazar? 1~ tne fetus

PEUL30eCive Case raviews suggest tnal comparea with monotnerany there mav be a
nioner prevalence of teratogenic ehects associaten with the use of anticonvuisants In combi
naton tnerap, Theretore i thetapy 1s to be continuec monotherapy may be preteradie 1or
Dregnan. womsn
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ANREDNEDLC Qiugs snouta not De discontnues adruntly in patients i wnom the arug s
aaminisiered (o pieven! majcr seizures because of the strong possitiiity o1 orecipiaung
stalls eplepicus with attenaant nypoxia and threal 1o hte in ndiviaual cases where the
severiiv and Ireguency Of Ine seizure QISOrAEr are sUCn tNat removal o1 meaicanon does No!
0Ose & Serous threat 10 the patent ISCONUNUANoN of the Crug May De CoNsioeres pHor 1o
and dunng pregnancy, althouan it cannot be saio witn any configence that even minor
se1zures do NOt pose some nazard (o the aeveloping embrvo or fetus

Tests to detect aerects using currently accepted proceaures should pe consigered a part
ol rounne prenatal care In childpbearng women receiving caroamazepine

Tnere have been a few cases of 1eonatal seizures and/or resprratory depressian assoct-
atea with maternal Tearetol ana other concomitant anticonvulsant drug use A tew cases of
neonatal vomiting diarrhea, and/or aecreased 1eeding have also been reponed i associa-
tion with maternal Tegretol use Tnese symptoms may represent a neonatal witharawal
syndrome
PRECAUTIONS
General
Berore intiating therapy. a detaled history and physical examination should be made

Tegretol should be used with caution In patients with a mixed setzure disorder that
incivoes atypical apsence seizures, since In hese pavents Tegretol has peen associated with
increased frequency of generalized convulsions (see INDICATIONS AND USAGE)

Therapy should be prescribed oniy after critical benefit-to-nsk appraisal in patents with a
history of cardiac. hepatic, or renai camage, adverse hematologic or hypersensitivity reaction
to other drugs, sncluding reactions to other anticonvulsants, or interrupted courses of therapy
with Tegretol

Hepatic effects, ranging from siight eievations In liver enzymes to rare cases of hepatic
tatlure have been reported (see ADVERSE REACTIONS and PRECAUTIONS, Laboratory
Tests) tn some cases, hepatic effects may progress despite discontinuation of the drug

Multi-organ hypersensitivity reactions occurring days to weeks or months atter imiiating
treatment nave been reported in rare cases (see ADVERSE REACTIONS, Otner and
PRECAUTIONS Information for Patients)

_ Discontinuation of carbamazepine should be considered if any evidence of hypersensitivity
develops

Hypersensitivily reactions to carbamazepine have been reported in patients who previ-
ously experienced this reachon to anticonvutsants including phenytoin and phenobarbpnal
A tustory of hypersensitivity reactions shouid be obtained for a patient and the /mmediate
family members It positive, cauton shiould be used in prescnbing carbamazepine

Since a given dose of Tegretol susoension wiil produce Migher peak levels than the same
dose given as the tablet, 1t is recommended that patients given the suspension be started on
lower doses and increased slowly to avoid unwantea sige effects (see DOSAGE AND
ADMINISTRATION)
information for Patients
Patents snould be made aware of the earlv 1oxic signs and svmptoms of a potential hemato-
togic problem, as well as aermatologic hypersensttivity or hepatic reactions These symp-
torms may include, but are not hmited to, tever, sore throat, rasn, uicers In the mouth, easy
bruising lymphadenopathy and petecriat or purpuric hemorrhage, and in the case of liver
reactions anorexia nausea/vomiting or jJaunaice The patient should be advised that,
because these signs and symotoms may signal a serious reaction, that they must report any
occurrence immediately to a physician In addition, the patient shouid be advised that these
signs and symptoms should be reponied even if mild or when occurmng after extended use

Since dizziness and drowsiness mey occur, patients should be cautioned apout tne haz-
ards of operatting machinery or automobies or engaging in other potentially dangerous tasks
Laboratory Tests
Comptete pretreatment blood counts, including piatelets and possibly reticulocytes and
serum won should be obtained as a beseline if a pauent 1n the course of traatment extubits
low or aecreaseo white blood celi or plateiet counts the patient should be monitored closely
Drscontinuation of the drug should be considered if any evidence of significant bone marrow
depression devetops

Baseline and periodic evaluations of iiver function, particularly in patients with a nistory of
liver disease musl be pertormec during treatment with this drug since liver damage may
occur (see PRECAUTIONS General and ADVERSE REACTIONS) Carbamazepine should
be aiscontnued based on chnical judgment 1t indicated by newly occurrng or worsening
chinical or iaboratory eviaence of liver dysfunction or nepatic aamage or in the case of active
hver disease

Basennz and penodic eve examinatons Inciuaing shi-lamp funduscopy and tonometry
are recommendeg sNce many phenoth azines and related drugs have been shown to cause
eve changes

Baseline and perniodic complete unnalvsts and BUN determinations are recommended for
pauents treateo with NS agent Decause Of PDSEBIVED renad ovSIUNCcuon

Monitoring o Diend levels (see TLINIT AL PHARMACOLOGY! has increased the efficacy
ano 33181, 0 anutonvulzants Thic morionng mav be particuarl, usetful in cases ot aramatic
Increase In seizure frequency and 1o venficatior of comoliance In adastion, measurement of
Gruc serum levels may aid in determining the causs of 1oxicity when more than one medica-
tior 13 peIng used

Thyroid 1UrShon tests have been reroned to show gecreased values witn Tegretol
aamirustered aions
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Agents That May Aftect Tegreto! Plasma Levels
L YR 3A4 innibitors inhioil Tearetol metapolism and can thus increase plasma carbamazepine
levels Drugs that nave been showr, 21 would be expectec 10 Increase plasma
carpamazenine Ievets Incluae
cimeldine, ganazo., giuazem masiohoes ervinromycin, troleandgomycin  clanthromyein
fiuoxetne loratading, terenadine isoniazid, niacinamide nicounamide, propoxypnens,
kelaconazole itraconazole, verapamil valproate
CYP 3A4 inaucers can increase the rate of Tegretol metabohism Drugs that have been
shown, or that would be expected. to decrease plasma carbamazepine levels include
Cisplatin, soxorupicin HCI, feloamate,! riiampin, pnenoparbita:, phenylom, primidone,
theoonylwoe . _
“Increased ievels of the active 10 " 1-epoxide
Taecreased levels of carbamazepine and increased levels of the 10,11-epoxide
Eftect of Tegretol on Piasma Leveis of Concomitant Agents
increased tevels ciomipramme HCY, phenvioin, primicone
Tegretol induces hepatic CYP acuvity Tegretol causes, or wouid be expected to cause,
decreased levels of the tollowing
acetaminophen atprazolam, clonazepam clozapine, dicumaro! doxycyciine,
ethosuximide, halopendol, iamotrigine, methsuximide, oral contraceptives, phensuximide,
pnenyion, theophyline, tiagabwe opiramate. valproate, wartann
Concomrtant agministration of carbamazepine and hithiwem may increase the nsk of neurotoxic
sige eftects
Alterations of thyroid function have been reported in combination therapy with other anti-
convuisant medications
Breakthrough bleeding has been reported among patients receving concamitant oral and
subdermal implant contraceptives and their reilabikty may be adversely affected
Carcinogenesis, Mutagenesis, impairment of Fertility
Carbamazepine, when administered to Sprague-Dawley rats for wo vears in the diet at
doses of 25, 75, and 250 markg/day, resufted in a dose-related increase In the incidence of
hepatocetlular tumors in temales and of berugn mnterstitial cell adenomas in the testes of males
Carpamazepine must, therefore, be considered to be carcinogenic in Sprague-Dawiey
rats Bactenal and mammalian mutagenicity studies using carbamazepine produced negatve
results The significance of these findings relative to the use of carpamazepine N humans is,
at present, unknown
Usage in Pregnancy
Pregnancy Category D (see WARNINGS)
Labor and Detwvery
Tne efrect o Tegretol on human iabor and delivery 1s unknown
Nursing Mothers
Tegretol and its epoxide metabolite are transferred to breast milk The ratio of the concentra-
tion n preast mulk to that in maternal piasma ts about 0 4 for Tegretol and about 0.5 for the
evaxide The esumated doses given to the newborn during breast teeding are i the range of
2-5 mg aaily for Tegretol and 1-2 mg da!ly for the epoxide
Because of tne potenual for senous adverse reacuons n nursing infants from
carbamazepine a gecision shouid be made whether to discontinue nursing or to discontinue
the drug taking into account the importance of tne arug to the motner
Pediatric Use
Subpstanual evidence of Tegretol s effectiveness for use in the management ot chidren with
epnepsy (see indications tor specthc seizure types! 1s denved from chimeal investigatons per-
tformeo in adults and trom studies in several n vitro systems which support tne conclusion
that (1) the pathogenetic mechamsms underlving seizure propagation are essentially denf:-
cal in adults and children, and (2} the mechanism of acuon of carbamazepine in treating
serzures is essentialiy identical in adults and children
Taken as a whole, this information supponts 2 conclusion that the generally accepted ther-
apeutic range of lotal carbamazepine in plasma (1 e 4-12 meg/mL) 1s the same chiloren
anc agults
The evidence assembied was primarnly obtamned from snor-term use of carbamazepme
The salatv of carpamazepine in children has been svstematcally studied up to 6 months
No 1onger-term data from chinical tnals 1t avadabie
Genatric Use
No systemauc stuoies in genatnc paten's have been conducied
ADVERSE REACTIONS
11 anverse reacticns ars of such seven that the drug must be discontinued the physician
MUSt D& aware thatl aprupt aisconunuanon of anv anuzonvulsant arug In 8 responsive epl|eD-
1C paten mav lead 1o Seizures Or €VEn slatus epienticus with 1ts ife-tnreateming hazards
Tre most severs aoverse realtlione rave Deen observed ir INe hemopoietc system
tsee Doxes WARNING,; the skin nve- and the ca diovascular svstem
Tne mos* frequentl opserved goverse reactions particulany during the initial pnases of
tmera:, are Zi2ziness drov/sniess unshaoiness nausea anc vornmng
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Tegreto! carbamazepine USP
Tegretol“-XF (carpamazenine extended-reiease tabiets)

o mInimuze N DOSSDINGY C1 SUTH TEACION: Nerary Snowd 02 iNIates & e 1oV aosags
recommengec
Tne lallowing agamonal aaverse reactions nave DEen feDomnec
Hemoporetic Syster:  Aplast c anemi. agranuiocviosiZ, DANCVIODeniZ DONe Marros.
0EDressior INTOMOOCVIOPENta, 1eUKOPENIE, IBUKOCVIOSIS, BOSINODNIIE acute Intermittent
porpnvria
Skin Frunic and ervtnenatous rashes urlicaria 10xic eptoermal necrotysis (Lvells svn-
arome) 1se= WARNINGS, Stevens-Jonnson synarome (see WARNINGS) pnotosensiuvity
reactuons ailteratons in skin pigmentation exfoliatve dermattis ervinema muttinorme ana
NOTOSUN |, PUTDUra aggravanon of disseminaled jupus ervinemalcsus, alopecia and
alaphoresis |t certain cases, discontinuation of therapy mayv be necessary isolated cases of
nirsutism nave peen reparied, but a causal relationstup (s nat clear
[ Cardiovascular System Congeslive hear falure, edema aggravation of hypenension,
| nypotension, svncope and cotlapse, aggravation of coronary artery gisease, arrhvtnmias and
|AV plock, thrompophiebitts, thrompboembpohsm, and adenopathy or iymphadenopatny
Some of these cardiovascular complications have resulted in fatahties Myocardial infarc-
tion has been associated with other tricyclic compounds
Liver Abnormalities in liver function tests, cholestatic and hepatocellular jJaundice, nepatitig,
very rare cases of hepatt. fature
Pancreatic® Fancreatitis
Respiratory System. Pulmanary hypersensuivity characterized by tever, dyspnea, pneu-
monitis of pneurnonia
Genitouninary System: Unnary frequency, acute urinarv retention, oiiguna with eievated
blood pressure, azotermia rena! fatdure, and impotence Albuminuna, glycosurnia, elevated
BUN and rmicroscopic deposits in the unne have aiso been reported
Testicuiar atrophy occurred In rats receving Tegretol orally trom 4-52 weeks at dosage
javels of 50-400 mg/kg/day Additionally, rats receving Tegretol in the diet for 2 years at
gosage levels of 25, 75, and 250 mg/kg/day had a dose-refated incidence of 1esticular
»* uphv and aspermatogenesis in dogs, 1t produced a brownish discoloration, presumably
a metabolite, In the unnary bladder at dosage leveis of 50 mg/kg and higner Relevance of
these findings to humans i1s unknown
Nervous System. Dizziness, drowsiness, disturbances of coordination, confuston, headache,
favgue, biutred vision, visJal haliucinations, transient diplopia, oculomotor disturbances, nys-
fagmus, speech disturbances, abnormal Invoiuntary movements, pernpherai neuntis and
paresthesias, depression with agitation, talkativeness, nnitus, and hyperacusis
There have been reports of associated paralysis and other symptoms of cerebral artenal
nsutficiency, but the exact ralationship of tnese reactions to the drug has not been established
isolated cases of neuroleptic mahgnant syndrome have been reported with concomitant
use of psychotropic drugs
Digestive Svstem: Nausea, vorniting, gastric distress and abdominal pain, diarrnea, consti-
pation, anoiexiz, and dryress of the mouth and pharynx, including glossitts and stomatris
Eyes Scattered punctate cortical lens opacihes. as well as conjunctivitis have been reported
Although a direct causal ralationship has not been established, many phenothiazines and
related drugs have been shown to cause eye changes
Musculoskeletal System: Aching joints and muscies, and leg cramps
Metabolism- Fever and chilis inappropriate antidiuretic hormone (ADH) secretion sydrome
has been reported Cases of irank water intoxication, with decreased serum sodium
(hyponatrernia) and confusion have been reported In association with Tegretol use (see
PRECAUTIONS, Laboratoy Tests) Decreased levels of plasma calcium have been reported
Other Mult-organ hypersensttivity reactions occurring days to weeks or months afier initiat-
mg treatmerit have been reponed m rare cases Signs or symptoms may incluoe, but are not
imited to tever, skin rashes, vasculitis, lymphadenopathy, disorders mimicking iymphoma,
arthralgia, leukopenia, eosinaphilia, hepato-spienomegaly and abnarmal iiver functon tests
These signs and symptoms may occur In various combinations and not necessarily concur-
rently Signs and symptoms may initially be mid Various organs, including but not limited to,
bhkver, skin, immune system iungs, kidneys, pancreas, myocardium, and colon may pe affected
tsee PRECAUTIONS Gerieral and PRECAUTIONS Information tor Patients)
{t isolated cases of a lupus erythematosus-like syndrome have been reported There have
obeen occasional reports of elevated leveis of cholesterol, HDL cholesterol, and tnglycenides
sin patents taking anticonvulsants
Y A case of aseptic meningihs, accompanied by myocionus and peripheral eosinophilia, has
sbeen reported in & patient taking carbamazeptne \n combinaton with other medications The
o patent was successfully dechalienged. and tne meningius reappeared upon rechalienge with
dicarbamazepine
CDRUG ABUSE AND DEPENDENCE
inNo evidence of apuse polentiai has been associated with Tegretol, nor 1s there evidence of
ctpsychological or physical dependence in humans
MOVERDOSAGE
TeAcute Toxioity
ctLowes! known tethal cose aduits 3 2 g (& 24-vear-old worman died of a cardiac arrest and a
inQ4-year-old man died ot pneumonia and nypoxic encephalopathy; chudren 4 g (g 14-year-
labld aul olec of a cardiac aresti 1 6 ¢ ta 3-year-old g aieg of aspirauon pneumonia}
Po Ora LDge mammais (markg) mice, 1100-3750 rats 3850-4025 ravbits, 1500-2680.
UNwinea ogs 920
ralyygns and Symptoms
“ne frst s1an3 anc symptorns aopear after 1-3 hours Neuromuscular gisturpances are the
aShog; prominen: Caraiovas:ular disorders are generally miger and severe cargiac COmMplica-
_jons occu” ont, when very high doses (> B0 g; have been ingestad
4‘1'esp/rat/on Irreguiar breathing resoratory deoression

[T

S

Cargiovascuiar Svsterm 2ChCard - NYDOIErsiC C7 NVDEMeNnsIc- sNocr  CoNguetio”
aiseraer.
Nervous System and Muscles 1mpairmer' ¢! CONSCIQUSNESS rfangna m Sevent 10 0eer
cori. Lonvuisior= especiar 11 smad cniare” Molo~ resliessnes. muscui@” wenin,.
rems  atnelolo movemen:  ODISINGIONd: alax,. OrowWSINesT Q.zzines. mvanasis nvstac-
Mo, AQIBOCCNOKINESL. DA™ D3VENOMOICT LiSturbancel Qvsmeln. Inma nyperrehexia
Tonowed £’ WRorenaxi:

Gastrommestnal Tract  INausee vomiinc

Kianevs and Bladaer Anurid o Oh0Une UnnNans retentio”

Laboratory Finowngs  1s01a1830 INSIANCES O} OVergosans have inciuged 1eukoCyIosit
requced leukocyle COUN' QVCOSUna and acetonuna EEG mav show avsinvinmias
Combined Foisoning  VWnen aliConc  trcveie anuaepressants paroiurates or avdantoins
ars taken attne same ume the SIKNS ant sVmpBloms Of acute paisoning wil, Tegretol may be
ayaravated or modtiiau

Treatment

The prognosis i cases Of severe poisoning 1s critically dependent upon prompt elimination of
tne orug, wnich may be achieved bv INQUCING VOMILNG, Irnganng the stomach and by taking
aporopnate steps to dimirish apsorption It these measures cannot be impiemented withou!
rsk on the spo!, the patient should be transterred at once to a hospital wnile ensunng that
vital juncnons are sateguarged There (s no specific antidole

Ehmination of the Drug  induction ot vomiung

Gastrc lavage Even when more than 4 hours have elapsed following ingestion of the
drug, the stomach shoutd be repeatediy mgaied, especially if the panent has aiso consumed
alcohol
Measures to Reduce Absorption Activated charcoal, laxatves
Measures to Accelerate Elimination® Forced diuresis

Oialysts s ingicated only i severe poisonung associated with renal fadure Replacement
transiusion is Indicated In severe poisoning m small children
Respiratory Depression Keep the arrways free resort if necessary to endotracheal intu-
pauon, artificial respiratior and agministrauon of oxygen
Hypotension, Shock. Keep the patent's legs raised and administer a plasma expander
If biood pressure 1ails 10 nise aespiie measures taken to increase piasma volume, use of
vasoactive substances should be considered
Convulstons* Diazepam or barbnurates
Warming: Diazepam or barbiturates may aggravate respiratory depression (especiatly in
cniidren), hypoiension, and coma. However, barbilurates shouid not be used 1f drugs that
infubit monoamine oxidase have aiso been taken by the patent ether in overdosage or in
recent therapy {within 1 week)

Survelllance Respiration, cardiac tunction (ECG monitonng), blood pressure, body temper-
ature, puptliary refiexes, and kidney and bladder function should be monitored for several
days

Treatment of Biood Count Abnormaiities: it eviaence of significant bone marrow depres-
sion develops, the following recommendatons are suggested (1) stop the drug, (2) perform
dauy CBC, piatelei, and reticulocyte counts, (3) go a bone marrow aspiration and trephine
biopsy immediately and repeat with sufficrient freguency to monitor recovery

Special penodic studies mught be heloful as follows® (1) white cell and platelet antibodies,
(2) SSFe-ferrokinetic studies, (3) penpheral biood cell typing, (4) cytogenetic studies on mar-
row and peripneral bicod, {5) bone marrow culture studies for colony-rorming units,

{6) hemogiobin eiectrophoresis for Ay and F nemogiobin, and (7) serum folc acid and By
levels

A tully aeveloped aplastic anermuia will require appropnate, mienswve monitanng and thera-
py. for which specialized consuiltation shoutd be sought
DOSAGE AND ADMINISTRATION (see table below)

Tegretol suspensson in combination with iquia chiorpromazine or thiondazine results n
precipitate formation and. in the case of chiorpromazine there has been a report of a patient
passing an orange rubbery precipitate in the stoo! following coadmimistration of the two
drugs (see Drug Interactions) Because the extent to which this occurs with other liaurd
medications 1s not known Tegreto! suspension snould not be administered simultaneously
with other iquid medications or duuents

Monitoring of blood levels has increased the eficacy and safety of anticonvuisants (see
PRECAUTIONS, Laboratory Tests) Dosage should be adjusted to tne neeas of the
ndnidual patient A tow hial daily cosage with a gradual increase 1s advised As sobon as
adequate control 1s achieved, the dosage may be reauced very graduaily to the mimmum
effecuve leve: Medication snould 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 1s recommended to start with low dases (children 6-12 years 1/2
teaspoon g d ; and 1o increase slowly to avoid unwanted side effects

Conversion of pavents rrom oral Tegretol tablets to Tegretol suspension  Patents should
be converted bv administening the same number of mg per gay ¢ smaller, more frequent
doses (ie Dic tabletstot1d suspension)

Tegretol-XF 1s an extended-release rormulation for twice-a-day administration When con-
vering patients from Tegreiol conventional tablets to Tegretoi-XR, the same total daity mg
dose o1 Tegretol-XR should be administered Tegretol-XR tablets must be swallowed
whole and never crushed or chewed. Tegretol-XR tablets should be inspected tor chups or
cracks Damaged tablets or tablets withou! 2 reiease portal should not be consumed
Tegretol-XR taplet coating ts not ansorbed and 1s excreted in the teces tnese coatings may
be noticeable 1n the stoc
Epilepsy (see INDICATIONS AND USAGE)

Adults and children over 12 years of age - Initial  Either 200 mg b1 d for tablets and

AR 1ablets or 1 teaspoon q 1 d Tor suspension (400 mgraay) increase at weekly intervals by
aaaing up to 200 mo‘gar using a L1 ¢ regimen of Tegretol-XR orat:d ora 1 d regmen of
tne otne- formuiaonc untit the ooumal response 13 optamed Dosage generally shouid not
erceed 1000 Mo gan - cruldrer 12-15 vears of age and 1200 mo dailv 1n patients anove



15 vears ¢r ap: DOSES UD 12 1600 m3 aaitv nave DEEN USED 1N a0LNs 11 fare Nslancas
Maintenance ACIUS! 005302 12 e mimmum enecuve leve usual + 800-1200 mg gan
Chuaren 6-12 years 0t ag¢€ - iniya; Enner 10U Ms C 12 Iortape 5 ©- XB waoles ¢ 3 '_
18aspoon S ¢ 107 SUSDeNSION (Z0( ma/day  INCreas2 al weex / INI2vVals D/ adding uo t
100 movoa rusing a o1 u regimen ¢ Tearetol-XH orati1g ¢ratc rexmen of in® omer 1o -
muIanutns until the OblMal response 15 obtaines osags aenerall SNOUIA NOT excee:
1000 ma dan Marntenance Agjust Q0saae 10 tNe MINIMUM enecuva 1eve, Usuan
400-80u ma aan.
Chuigren unoer 6 vears of age - imitial 10-20 maka/oav 01T ¢r'1C astable. 61 Gic
as suspension Increass weekly o achieve opumal cumical response aaminsiered o of
¢1¢ Mamtenance Ordinarny cptmal chnicat response 1s acnieved al dailv goses belov
35 markg 1t sausiactorv ciinical r2sponse Nas not been acnievey, blasma levels snould be
measurad 10 getermine wnether or not they are In the therapeutic range  No recommendation
regaraing tne sarety of carpamazepine for use at goses above 35 ma/ka/24 hours can be made
Combination Tnerapy Tegretol may be used aione or with otner anticonvuisants Whnen
adaed to existing anticonvuisant iherapy, the orug should be adeed gracually whie the other
anticonvulsants are mamntained o gradually decreased, except phenyion, which may nave to
pe increased (see PRECAUTIONS, Drug interactions, and Pregnancy Category D)
Trigeminat Neuraigia {see INDICATIONS AND USAGE)
tmtial: On tne first day, either 100 mg b 1.d for tablets or XR tablets, or 1/2 teaspoon g1 d
for suspension, tor a totat 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 tabieis or XR 1abiets, or 50 mg
(1/2 teaspoon) q 1 d. for suspension, only as needed to achieve freedom trom pain Do not
exceed 1200 mg daily Maintenance- Control of pam can be mamntained 1n most patients
with 400-B0D mg daily However, some patients may be maintained on as hittle as 200 mg
daily, while others may require as much as 1200 mg dally At least once every 3 months
througnout the treatment pariod, ettempts should be made to reduce the dose 10 the mini-
mum ettective levei or even to discontinue the drug
HOW SUPPLIED
Chewable Tablets 100 mg - round, red-speckied, pink, singte-scored (impnnted Tegretol on
one side and 52 twice on the scored side)
Bottles of 100 . R
Unit Dose (bnster pack)
Box of 100 (strips of 10). . e et cecicree e cvrreee « ereeres e e

NDC 0083-0052-30

.. .NDC 0083-0052-32

Do not store above 30°C (B6°F) Frotect from hght and moisture Dispense in tight, light-
resistant container (USP),

Tabiets 200 mg - capsui2-snape oin
" wics 0~ N2 paral.’ SCOred s Je
pomes ¢ 100
Bomes ¢ 100.
un * Dose (buster pacr
oy ¢ 100 ismips ¢, 1C.

sinQI2-Scored (IMDrintes Teareto on ona S102 ano

WEC 0083-0027-3.
NECT 0083- 00-7-4L

NDC 0083-0027-32

D2 not store apove 30°C (BB°F, Frotect rom mossture Dispensa in nont comatner (USSP,
XA Tablets 100 mo - rounc veilovw coated tmprinted T on one side and 100 mg on the
otne., release ponal on one sige
Botues o 100
Unit Dose (blisier pack®
Box ot 100 tstnps of 101 - NDC 0083-0061-32
XA Tablets 200 mg - round, pinx, coated umpr\med T on ona snue and 200 mg on the
otner) reiease ponat on one siae
Botties of 100 .
Urut Dose (blister nack)
Box of 100 (stnps of 10) .. . NDC 0083-0062-32
XR Tablets 400 mg - round, brow:, coated umpnmed T on one sIge and 400 mg on the
other), retease portal on one side
Botties of 100. .
Unit Dose (bhster pack)
Box of 100 (strips ot 10)... ...

NDC 0083-0061-3¢

NDC 0083-0062-30

........ NDC 0083-0060-30

. NDC 0083-0060-32

Store at controlled room temperature 15°C-30°C (59°F-86°F)
Dispense in ight container (USP)

Protect from moisture
Suspension 100 mg/5 mL (teaspoon) yellow-orange, citrus-vanila ftavored
Botties of 450 miL. . e e e e e e e ..NDC 0083-0018-76

Shake well petore using
Do not stora above 30°C (86°F). Dispense in tight, ight-resistant container (USP)

Dosage information
In tial Dose Subsequent Dose Maximum Daily Dose
Indication Tablet* xat Suspension Tablet’ xgt Suspension Tabjet” XRT Suspension
Epilepsy
Under 6 yr 10-20 ma/kg/day 10-20 mg/kgiday | increase weekly increase weekly | 35 mg/ikg/24 hr 35 ma/kg/24 hr
bid ortad qd 10 achreve 10 achisve {see Dosage {see Dosage
optimal chircal optimai clinical and Administration and Adrmunistration
response, 11 d response, L1d section above) sechion above)
orgid orgvd
612 yr 100 mg b.i d 100 mg ba d 12 18p q..d Add up to Ado Adoupto 1 tsp
{200 mo/day} {200 mgrday) (200 mg/day) 100 mg/day 100 mg/day (100 mg)/day at 1000 mg/24
at weekiy at weekly weekly intervals,
mervals, Intervais, tidorqid
tid orqad bLa
Over 12 yr 200mg b1 d 200mg b d tispgud Ado up 10 Add up to Add up to
{400 mg/aay) (400 mafday) (400 mg/oay) 200 mgfaay 200 mg/day 21sp 1000 mg/24 hr (12-15 yr)
at weekly at weekly {200 mg)/day 1200 mg/24 hr (>15 yr)
nervals, ti.d intervals, bid at weekly 1600 mg/24 nr {aqults, in rare instances)
orqid ntervais, t1 d
orgtd
Trigemmnal
Neuralgia 100mgbid 100 mgbid 12tspgid Add up to Add up to Add up to 2 isp
200 malday) {200 myfday) {200 mo/day} 200 my/day 200 mo/oay {200 mgirday 1200 mg/24 nr
n increments In Increments In ncrements
of 100 mg of 100 mg of 50 mg
every 12w every 12 hr {12 1sp) g1 d
*Tablet = Cnewabte or conventional tablets
TXR = Tegreto!®-XR extended-reiease tablets
Tegreto! Suspenston Manufactured by
Novartis Pharmaceuticais Canaoa irc Novartis Pharmaceuticals Corporation
Dorval {Quebec; Canada H8S 1A9 East Hanover, New Jersey 07936
“ T2000-04
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