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Dockets Management Branch 
Food and Drug Administration 
5630 Fishers Lane 
Room 1061 (HFA-305) 
Rockville, Maryland 20852 

CITIZEN PETITION 

The undersigned submits this petition pursuant to section 505 (j) (2) (c) of the Federal 
Food, Drug, and Cosmetic Act and 21 CFR Parts 314.55 (d) (2) and 10.30 of the Food 
and Drug Administration’s regulations, to request the Commissioner of the Food and 
Drug Administration to make a determination of ANDA suitability for Carbamazepine 
Tablets, 100 mg, 300 mg and 400 mg based on the reference-listed drug, Tegretol 
Tablets, 200 mg of Novartis Pharmaceuticals Corporation. [See Exhibit l] 

A. Action Requested 

The petitioner requests the Commissioner of the Food, and Drug Administration for a 
change to a listed drug to allow the undersigned to submit an Abbreviated New Drug 
Application for Carbamazepine Tablets, 100 mg, 300 mg and 400 mg. The reference- 
listed drug is Tegretol Tablets, 200 mg manufactured by Novartis Pharmaceuticals 
Corporation. The safety of the proposed strengths will be supported by a bioequivalence 
study conducted comparing the reference Tegretol Tablets, 200 mg of Norvatis and 
Carbamazepine Tablets, 400 mg by Taro. In the study, 1 x 400-mg tablet will be dosed 
on healthy adult male subjects (as the Carbamazepine Tablets, 100 mg, 300 mg and 400 
mg will be dose proportional, a bioequivalence study on the highest strength, 400 mg will 
cover the lower strengths 100 mg and 300 mg tablets). Furthermore, safety is supported 
by the fact that single or multiple tablets of 200 mg are the routine oral dosage strength of 
this product. Also, this product is dose proportional to Taro’s Carbamazepine Tablets 
USP, 200 mg for which an ANDA (76-525) was submitted on October 3 1,2002. 
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B. Statement of Grounds 

Carbamazepine dosage should be adjusted to the needs of the individual patients. 
Carbamazepine Tablets are approved for use at daily doses up to 1200 mg per day, with a 
usual maintenance dose of 400 mg per day. Because of the unique pharmacokinetic 
properties and potential severity of the side effects if patients are improperly monitored, 
Carbamazepine should be administered at the lowest effective dosage and should be 
closely monitored by the physicians. The availability of 100 mg, 300 mg and 400 mg 
tablets will provide the physicians with greater flexibility in prescribing the drug, as well 
as enabling the patients to take dose appropriate tablets, which will improve patient 
compliance. 

The proposed Carbamazepine Tablets, 100 mg, 300 mg and 400 mg will be the same as 
the reference-listed product, Tegretol Tablets, 200 mg of Novartis Pharmaceuticals 
Corporation in respect of: 
l Active ingredient, Carbamazepine USP 
l Indications 
l Dosing regimen 
l Bioequivalence: the proposed strengths, 100 mg, 300 mg and 400 mg will be dose 

proportional to Taro’s 200 mg potency which was filed on October 31, 2002, ANDA 
76-525. A bioequivalence study will be conducted comparing Taro’s Carbamazepine 
Tablets, 400 mg tablets to the reference-listed product, Tegretol Tablets, 200 mg of 
Novartis Pharmaceuticals Corporation. Bioequivalence studies under fast condition 
was also conducted on Taro’s 200 mg by comparing to the reference Tegretol Tablets, 
200 mg, and submitted on October 31, 2002 (ANDA 76-525). In-Vitro dissolution 
profiles and assay will also be conducted on Taro’s Carbamazepine Tablets, 100 mg 
and 300 mg by comparing them to Taro’s 400 mg. 

Copies of the approved labeling for Tegretol Tablets, 200 mg of Novartis 
Pharmaceuticals Corporation [see Exhibit 11. The proposed labeling for Tar-o’s 
Carbamazepine Tablets 100 mg, 200 mg, 300 mg and 400 mg with highlighting of the 
changes is provided [see Exhibit 21. 

C. Environmental Impact 

The undersigned, hereby requests a categorical exclusion under 21 CFR 25.24 (c) (1). 
The proposed drug product will not be administered at higher dosage levels, for longer 
duration, or for different indications than for the reference-listed product. 



D. Economic Impact 

This information will be submitted on request of the Commissioner. 

E. Advantages 

The proposed Carbamazepine Tablets, 100 mg, 300 mg and 400 mg will provide the 
physicians a greater flexibility in prescribing the drug. 

F. Certification 

The undersigned certifies, that to the best knowledge and belief of the undersigned, this 
petition includes all information and views on which the petition relies, and that it 
includes representative data and information known to the petitioner, which are 
unfavorable to the petition. 

\ 
Respectfully submitted, 

14. 5fk-4 1 
Avraham Yacobi, Ph.D. 
President, Taro Research Institute 
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Tegretol Tablets, 200 mg 
Approved Package Insert 
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WAHNINti 
APLASTIC ANEMIA AND AGRANLJLOCYTOSIS 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 IS 5-6 TIMES GREATER THAN IN THE GENERAL POPULA- 
TION HOWEVER, THE OVERALL RISK OF THESE REACTIONS IN THE UNTREATED 
GENERAL POPULATION IS LOW, APPROXIMATELY SIX PATIENTS PER ONE MIL- 
LION POPULATION 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 UNCOMMON IN ASSOCIA- 
TION WITH THE USE OF TEGRETOL, DATA ARE NOT AVAILABLE TO ESTIMATE 
ACCURATELY THEIR INCIDENCE 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 AGAANULOCYTOSIS AND 
APLASTIC ANEMIA. THE VAST MAJORITY OF MINOR HEMATOLOGIC CHANGES 
OBSERVED IN MONITORING OF PATIENTS ON TEGRETOL ARE UNLIKELY TO 
SIGNALTHE 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 WHITE 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- 
b,“lU LJt”~.L”r~ 

Before prescribing Tegretol, the physlcian should be thoroughly familiar with the 
details of this prescribing mformation, particularly regarding use with other drugs, 
especially those whtch accentuate toxrcity potential. 

DESCRIPTION 
Tegretol. carbamazepme USP, is an ant~convulsant and speclflc analgesic for trlgemlnal 
neuralgia, awlable for oral admmtstratlon 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/5 mL (teaspoon) Its 
chemical name IS SH-dlbenz[b,f]azeplne-5.carboxamlde. and Its structural formula IS 

CONH, 
Carbamareplne USP IS a white to off-white powder, practically insoluble I,, water and solu- 

ble m alcohol and m acetone Its molecular weight IS 236 27 
Inactwe hgredmnts Tablets Colloidal s,l~con dloxlde, D&C Red No 30 Aluminum Lake 

(chewable tablets only), FD&C Red No 40 (200.mg tablets only), flavormg (chewable tablets 
only), gelatm. glycerin. magnesium stearate. sodurn starch glycolate (chewable tablets only). 
starch, stear,c acid. and sucrose (chewable tablets only) Suspenwn Cltrlc acid FD&C 
Yellow No 6. flavoring. polymer. Potassium sorbate, propylene glycol, purlfled water, sorbltol, 
sucrose, and xanthan gum Tegretol-XR tablets cellulose compounds, dextrates, ,,on 
oxldes. maqneslum stearate. mannltol, polyethylene qlvcol. S&urn laun/l sulfate tltanlum 
dtoxlde (200.mg tablets only) 
CLINICAL PHARMACOLOGY 
In controlled clrmcal trials Tegretol has been shown to be effective !n the treatment of psy- 
chomotor and grand mal seizures. as well as tr~gemmal neuralgia 
Mechamsm of ActIon 
Tegretol has demonstrated ant,convulx,nt properties I” rats and mice with electrically and 
chemically Induced seizures It appears to act by reducing polysynaptlc responses and block- 
,ng the post-tetan\c potentiatlon Tegretol greatly reduces 0, aboilshes pa,” Induced by st,mu- 
latmn of the miraorbltal nerve In cats and rats It decxesses thalamlc Dotentlal and bulbar and 
polysynaptlc reflexes mcludmg the ll”g”omand,b&, reflex I” cats Tegretol IS chemcaily 
unrelated to other antlconvulsanls 0, other arugs used to control the pal” of trlgemlnal new 
,aigla The mechanism of aCtIOn remains unknown 

The prmclpal metabollte of Tegretol, carbamazepme-I 0 II-eporide, has ant!convulsant 
actwty as demonstrated m several in viva anlmal models of wzu,es Though clinical actlvlty 

lcr the epoxlde has been po;fulated the s19nif1cance of ,tS act,v,tv ,,,th respect to the Safety 
ard etticacy 01 Tegretol has 1101 been establlshed 
Pharmacokmetlcs 
In cI\nical studies Tegretol suspension conveni~onal tablets. and XF, tabiets dehvered eq’J’“- 
alen: amcmts 01 drug to the systemic cwculat,on However, the suspenwn was absorbed 
somewhat laster. and the XFI tablet slightly slower, thar the conventional tablet The bioavall- 
abllliy of the XR tablet was 89% compared to s”spens,on Fol,owlng a b , d aosage 
regimen. the suspension provloes highw peak levels and lowe, trough levels than those 
obtained from tne convent~orial tablet for the same dosage reglmer; On the other hand 
following a t I d dosage regimen, Tegretol suspension affords steady-state plasma IeVe 
comparable to Tegretol table-s given b I d when adm~nlstered at the same total mg dally 
dose FolIowIng a b I d dosage reg,men, Tegretol-XR tablets afford steady-state plasma 
ievels comparable to convenuonal Tegretol tablets gwen q i d when admlnlstered at the 
same total mg dally dose Tegretol I” blood IS 76” 10 bound to plasma proteins Plasma levels 
of Tegretol are variable and may range from 0 5-25 ug/mL, wth no apparent relationshlp to 
the dally Intake 01 the drug Usual adult therapeutic levels are between 4 and 12 pg/mL 
In polytherapy. the GOncentratlon of Tegretol and concomitant drugs may be Increased or 
decreased during therapy, ard drug effects may be altered (see PRECAUTIONS. Drug 
Interactions) Following chrorw oral admlnlstratlon of suspensmn, plasma levels peak at 
approwmately 1 5 hours compared to 4-5 hours after adm~mstratlon of conventional Tegretol 
tablets, and 3-12 hours after admmlstratmn of Tegretol-XR tablets The CSFlserum ratlo IS 
0 22, s!mllar to the 24% unbound Tegretol m serum Because Tegretol Induces Its own 
matabollsm. the half-life IS also variable Autolnductton IS completed after 3-5 weeks of a 
fixed doslng raglmen lnltlal half-life values range from 25-65 hours, decreasing to 12-17 
hours on repeated doses Teqretol IS metabolzed in the lkver Cytochrome P450 3A4 was 
ldentlfled as the major lsoforrn responsible for the formatlon of carbamazeplne-lO.ll-epoxlde 
from Tegretol After oral admmlstratlon of i4C-carbamazepme, 72% of the admlmstered 
radloactlvlty was found ,n the urine and 2846 !n the feces This tinnary radioactIvIty was 
composed largely of hydroxylated and conjugated metaboktes. with only 3% of unchanged 
Tegretol 

The pharmacoklnetlc parameters of Tegretol dlsposltlon are smxlar I” children and !n 
adults However, there IS a pcor correlation between plasma concentrations of carbamazepme 
and Tegretol dose fin children Carbamazeplne IS more rapidly metabokzed to 
carbamazepme-lO.ii-epoxlde (a metabolite shown to be equlpotent to carbamazepme as an 
antlconvulsant m animal screens) m the younger age groups than I” adults In children below 
the age of 15. there IS an ~““erse relatlonshlp between CBZ-EICBZ ratlo and ,ncreas,“g age 
[m one report from 0 44 m children below the age of 1 yea, to 0 18 ,n chtldren between 
IO-15 years Of age) 

The effects of race and gender on carbamazepme pharmacokinetkx have not been sys- 
temabcally evaluated 
INDICATIONS AND USAGE 
Epilepsy 
Tegretol IS mdlcated for use as a” antlconvulsant drug Evidence supportmg efficacy of 
Tporetol as an antlconvulsant was dewed from actwe drug-controlled studies that enrolled 
patrents with the followmg se,zure types 
1 Part!al 5elzules wth complex symptom&logy (psychomotor, temporal lobe) Pattents with 

these selzu,eS appear to show greater ,mprovement than those wth other types 
2 Generalized tonic-clomc secures (grand mal) 
3 Mlxed seizure patterns which Include the above, o, other pamal o, generakzed sezures 

Absence swwes (petlt mal) do not appear to be controlled by Tegretol 
(see PRECAUTIONS, Genwal) 

Trrgemmal Neuralgia 
Tegretol IS mdlcated I” the treatment of the pal” associated wth true trlgemlnal neuralgia 

Benefual results have also been reported I” glossopha,yngeal neuralgia 
This drug IS not a simple analgesic and should not be used for the rekef of trual aches or 

pa,ns 
CONTRAINDICATIONS 
Tegretol should not be used I” pattents with a hlstary of prewous bone mauow depression, 
hypersensltlwty to the drug, 0, known sens~t~vlty to any of the trlcycllc compounds, such as 
amlt,Iptyline. deslpramme. !m,pram~ne, protrlptylme, nortnptyllne, etc Likewise. on theorebcal 
grounds Its use with monoamme oxldase lnhlbltors IS not recommended Before admmlstra- 
tlon Of Tegretol, MAO lnhrbltors should be dlscontlnued for a m,n,mum of 14 days, o, longer if 
the clm~cal situ&Ion pemxts 
WARNINGS 
Patients wth a hIstory of adverse hematologlc reactlon to any drug may be partwlarly at risk 

Severe dermatologlc reactltrns, mcludlng toxic epldermal necrolysis (Lyell’s syndrome) 
and Stevens-Johnson syndrome, have been reported wth Tegretol These ,eact!ons have 
been extremely rare However, a few fatalltles have been reported 

Tegretol has shown mild antlcholtnergic actwty, therefore, pabents with Increased mtraoc- 
ular pressure should be closely observed durma therapv 

Because of the ,elat,o& of the drug to other tr&c compounds. the posslblllty of 
actlvabon 01 a latent psychosIs and, I” elderly pattents of ConfusIon o, agltatlon should be 
borne ,n mmd 
usage In Pregnancy 
Carbamazeplne can cause fetal harm when admmistered to a pregnant woman 

Epldemlologwl data suggest that there may be an association between the use 01 
carbamazepme during pregnancy and congenltal malformatlans, mcludmg spma blflda In 
lieatmg o, counseling women of ChIldbearIng potential. the prescribing physIcIan WIII w,sh to 
wgh the benefits of therapy aqamst the wks If this drug 1s used dur,ng pregnancy, or ,f the 
patlent becomes pregnant while takmg this drug. the patlent should be apprised of the poten- 
tial hazard to ihe letus 

Retrospective case reviews suggest that, compared with monotherapy. there may be a 
higher prevalence of teratogenic effects associated wth the “se 01 anticonvulsants ,n comb,. 
natton therapy Therefore, If therapy IS to be continued. monotherapy may be preferable for 
pregnant vmmen 



In humans t,ansPlaCentaI passage Of carbamazeplne IS rapid 130-60 mfnures, and the 
drug IS accumulated In the IeIal tissues with higher levels found I” liver ano kidney than I” 
bl=in and lung 

Carbamazeplne has been shown to have adverse effects in reproduction studies I” rats 
when given orally m  dosages lo-25 times the rna~ww~ human dally dosage (MHDD) of 
1200 mg on a mgi~g basis o, 1 5-4 times the MHDD on a mglmr basis In rat teratology 
studies 2 01 135 offspnng showed klnked rlbs a, 250 mglkg and 4 of 119 otfsp,,“g a, 
650 mg/kg showed other anomalies (&II palate, 1, tal~pes, 1 anophthalmos, 2) in reproduc. 
t lOr7 sludles ,n rats, “urslng offspring demonstrated a lack of weight gain ana an “nkempt 
aPPearance at a maternal dosage level of 200 mg/kg 

Antleplleptlc drugs should not be dlscontlnued abruptly I” pattents I” whom the drug 15 
admlnlstered 10 Prevent major se~z”,es because ot the strong possibIIIty of oreclpltatlng 
status ep~lept~cus with attendant hypona and threat to life In lndwdual cases where the 
severity and frequency ot the seizure disorder are such that removal of medw.tlon does not 
pose a se,,ous threat to the patient dlscantlnuatlon of the drug may be Considered p,,o, to 
and during pregnancy, although It Cannot be said with any confidence that even m,nor 
seizures do not pose some hazard to the developmg embryo or fetus 

Tests to detect detects “sing Currently accepted procedures should be Considered a part 
of routine prenatal care in chlldbearmg women recelvlng carbamazeplne 

There have been a few cases ot neonatal se,z”,es and/or respiratory depressw, assow 
ated with maternal Tegretol and other concomitant antlconvulsant drug use A few cases of 
neonatal vomltmg. diarrhea. and/or decreased feedmg have also been reported I” assocw 
tlon wth maternal Tegretol use These symptoms may represent a neonatal withdrawal 
syndrome 
PRECAUTIONS 
GlYlWk3l 
Belore ntlatlng therapy, a d&fled history and physical examlnatm should be made 

Tegretol should be used wth caution in pattents wth a mlxed seizure disorder that 
includes alyp~cal absence seuures. swx I” these patients Tegretol has been associated wth 
Increased frequency of generalwad CO~VU~~IO~S (see INDICATIONS AND USAGE) 

Therapy should be prescribed only after crltrcal benefit-to-wk appraisal I” patwts with a 
hlstory of cardiac. hepatlc. or renal damage, adverse hematologlc or hypersenswfy reaction 
to other drugs, lncludlng reactIons to other anttconvulsants, or mterrupted courses of therapy 
wth Tegretol 

Hepatic effects, rangmg from slight &v&Ions in liver enzymes to rare cases of hepatlc 
fallure have been reported (see ADVERSE REACTIONS and PRECAUTIONS, Laboratory 
Tests) In some cases, hepatlc affects may progress despite dvscontmuailon of the drug 

Multl-organ hypersensltwlty reactions occurrmg days to weeks or months after lnltlatlng 
treatment have been reported I” rare cases (see ADVERSE REACTIONS, Other and 
PRECAUTIONS, lnformatlon for Patients) 

Dlscontlnuatton of carbamazeplne should be consldered If any evidence of hypersensltwlty 
*develops 

Hypersensltivlty reactions to carbamazepme have been reported I” patlants who prew- 
ously experienced this reactlon to antlconvulsants mcludmg phe”y,o,n and phenobarbital 
A  htstory of hypersensltlvlty reactions should be obtalned for a patlent and tne lmmedlate 
family &nb&s If posltwe. caution should be used in preswbmg carbamazepme 

Since a gwe” dose of Tegretol suspension WIII produce higher peak levels than the same 
dose gwen as the tablet, It 1s recommended that pattents gwen the suspension be started on 
lower doses and increased slowly to avold unwanted side effects (see DOSAGE AND 
ADMINISTRATION) 
Informatton for Patients 
Patients should be made aware of the early tow signs and symptoms of a ootentlal hemato- 
logic problem, as well as dermatologfc hypersensltlwty or hepatlc reactions These symp- 
toms may include but are not llmlted to, fever, sore throat, rash, ulcers in the mouth. easy 
bruwng, lymphadenopathy and petechlal or purpuric hemorrhage, and !n the case of ltver 
reactlow. anorexia. “ausea/“omlt!“g or faundrce The patlent should be adwsed that, 
because these signs and symptoms may signal a serious reactlon. that they must report any 
occurrence lmmedlately to a physuan In addltton. the patkent should be adused that these 
signs and symptoms should be reported even If mild or when occurring after extended use 

Since d,zz,“ess and d,ows\ness may occur. patients should be cauboned about the haz- 
ards of operating machinery or automoblles or engaging I” other potentially dangerous tasks 
Laboratory Tests 
Complete pretreatment blood counts, lncludmg platelets and possibly reticulocytes and 
serum iron. should be obtained as a baselme If a patlent I” the course of treatment exhlblts 
low or decreased whtte blood cell or platelet counts, the patlent should be monItored closely 
Dtscontmuatlon of the drug should be considered If any ewdence of slgnlflcant bone marrow 
depresslon develops 

Basel,ne and periodic evaluations of liver function, particularly I” patwts wth a hIstory of 
lwe, disease, must be pedormed during treatment with this drug since liver damage may 
occ,,, (see PRECAUTIONS General and ADVERSE REACTIONS) Carbamazeplne should 
be dwontmued. based on clinical ludgment if lndxated by newly occurring or worsening 
clfn,~al or laboratory evidence of l!ver dysfunction 01 hepatlc damage. or ln the case of actwe 
her disease 

Baseline and perlodtc eye examlnatlons. mcludlng slit-lamp. funduscopy. and tonometry 
are recommended since many phenothlazmes and related drugs have been shown to cause 
eyecnanges 

Baseline and perlodlc complete urinalysis and BUN determlnatlons are recommended for 
par,ents waled with this agent because of obseived renal dysfunction 

Mon,,o,,ng of blood levels (see CLINICAL PHARMACOLOGY) has increased the efficacy 
and safety of ant~c~nvulsants This momtormg may be partnlariy useful in cases of dramattc 
lnc,ease ,n sewre frequency and lor verlflcatlon of compl!ance In addltlon, measurement of 
drug Serum leveis may ald I” deterKUnlnQ the cause of towlty when mote than one medica- 
t,on IS being used 

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

lntem?renCe wth some pregnancy tests ha bee” reooried 
Drug lnteractmns 
Tnere has been a report of a patlent .v”o passed an orange rubbery p,ec,p,Iate I” his stool 
tne day after lngestlng Tegretoi susoens~on ~mmedialely followed by Thorarlne’ solution 
Subsequent testing has shown that nxing Tegretol suspension and chlorpromazine salmon 
lboth generic and brand name) as wll as Tegretol suspension and llquld Melta,@ resulted 
I” the oCCu,,e”Ce of this preclpltate Uecause the extent to which this occurs with other fiquld 
medlcatlons 1s not known. Tegretol suspension should not be admtrustered simultaneously 
w’th other ‘kqu’d mednnal agents of d~luents (see DOSAGE AND ADMINISTRATION) 

ChlC=~lY “XanlngfUl drug lnte,aCtlI~nS ha”e occurred wti, conconvtant med,ca,,ons a,,d 
Include. but are not l\m\ted to, the followlng 
Agents That May Affect Tegretol Plasma Levels 
CYP 3A4 Inh!bltors lnhlblt Tegretol metabolism and can thus increase plasma carbamazepme 
levels Drugs that have been shown. ior would be expected, to mcrease plasma 
carbamazeplne levels include 

clmetldme, danazol. dlltlazem. macrolldes erythromycln. troleandomyun. clarlthromycm. 
fluoxetme. loratadme, terfenadine. Isonlazld, nlaclnamlde, ntcotmamlde, propoxyphene, 
ketaconazole. Itraconazole. verapamll. valproate ’ 

CYP 3A4 Inducers can mcrease the rate of Tegretol metaboilsm Drugs that have been 
shown. or that would be expected. to decrease plasma carbamarepme levels Include 

clsplatm. doxorublcln HCI, felbama1e.f rlfampln, phenobarbital. phenytoln. pramldone, 
theophyllme _ 
‘Increased levels of the actl”e lO,ll-epoxlde 
tdecreased levels of carbamazeplne and mcreased levels of the fO,fl-epo~~de 

Effect of Tegretol on Plasma Levels of Concomdant Agents 
increased levels clomlpramme HCI, phenytom. prlmldone 
Tegretol Induces hepatlc CYP actufy Tegretol causes. or would be expected to cause, 
decreased levels of the followng 

acetamlnophen, alprazotam, clonazepam. clozaptne, dwmarol. doxycycllne. 
ethosuxlmide, haloperldol. lamotng~ne. rnethsuxlmlde. orai contraceptives, phensux!m&, 
phenytoln. theophylllne, tlagablne. ,op,,amate. valproale. warfarm 

Concomitant admmlstratlon of carbamilzep~ne and llthlum may increase the risk of neurotwc 
side effects 

Alterations of thyrotd funwon have been reported I” comblnatton therapy with other antl- 
convulsant medlcatlons 

Breakthrough bleeding has been reported among patlents recelvlng concomitant oral and 
subdermal Implant contraceptives and their iellablllty may be adversely affected 
Carcmogenesls, Mutagenesis, Impairment of Ferblity 
Carbamazepme, when admwstered to Sprague-Dawley rats for two years in the diet at 
doses of 25, 75, and 250 “g/kg/day, resulted in a dose-related increase in the lncldence of 
hepatocellular tumors rn tern&s and O, benwn lnterstlttal cell adenomas I” the testes of males 

Carbamazepme must. therefore, be consldeted to be carcmogemc I” Sprague-Dawlay 
rats Bacterial and mammalnn mutagennty studw wng carbamazepme produced negatwe 
results The slgnlflcance of these fIndIngs relative to the use of carbamazeplne in humans IS. 
at present. unknown 
Usage I” Pregnancy 
Pregnancy Category D  (see WARNINGS) 
Labor and Delwery 
The effect of Tegretoi on human labor and dellvery IS unknown 
Nursmg Mothers 
Tegretor and Its epoxlde metabollte are transferred to breast m!lk The rat10 of the concentra- 
tion I” breast milk to that I” maternal plasma 1s about 0 4 for Tegretol and about 0 5 for the 
epoxlde The estimated doses given to the newborn during breast feeding are !n the range of 
2-5 mg dally for Tegretol and l-2 mg dally for the epoxlde 

Because of the potentn for serious adverse reactlons I” nursing Infants from 
ca,bamarep,ne. a decnon should be rrade whether to discontrnue “uwng or to dwontmue 
the drug. taking Into account the Importance of the drug to the mother 
Pedlatrrc Use 
Substantial ewdence of Tegretol‘s effecllveness for use I” the management of children wth 
ep,lepsy (see lndlcatlons for specific severe types) IS dewed from Clln~cal w&!gat\ons per- 
formed I” adults and from studies in several !n vitro systems which supporf the conclusion 
that (1) the pathogenetlc mechamsms underlylng wzure propagatnn are essentially Ident\- 
cal in adults and children. and (2) the mechanism of actjon of carbamazeplne in treating 
se,zu,es 1s essentially ldentlcal I” adults and children 

Taken as a whole, th,s ,n,o,mat,on supports a conclusion that the generally accepted ther- 
apeutlc range of total carbamazeplne in plasma (I e 4-12 mcgImL) 1s the same in chltdren 
and adults 

The evidence assembled was primarily obtained from shori-term use of carbamazeplne 
The safetv of ca,bamazeolne I” children has been SystematIcally studled up to 6 months 
No longe,:te,m data fro; cl,,,ca, trlats 1: available 
Germtrlc “se 
No systematic studies I” ge,,at,,c pat,en.s have been conducted 
ADVERSE REACTIONS 
If adverse reactions are of such seventy that the drug must be dtscontmued the phywan 
must be aware that abrupt d,scontl”uatlo” Of any antlconvuisant drug I” a responsive epllep- 
tic patlent may lead to seizures or even status eplleptlcus wth its Ilfe-threatening hazards 

The most severe adverse reactnns tave been observed in the hemopoletic system 
ISee boxed WARNING),  the skin live, and the cardiovascular System 

The most frequently observed adverr.e reactlow partwlarly during the inltlal phases of 
therapy are dlzzlness drowsiness. u,,st,xd,ness. nausea and vomltlng 



Tegretol@ carbamazepine USP 
Tegretol@-XR (carbamazeptne extended-release tablets) 

To m~n~mrze the possfbrlfty of such reac,,ons tnerapy should be rnftfated at the low dosage 
recommended 

The lollowrng addlt\onal adverse react,ons have been reported 
Hemopotetlc System: Aplastfc anemra, agranutocytosfs. pancytopenfa. bone marrow 
depressron. thrombocytopenra, leukopenfa, leukocytosrs. eosfnophrlra, acute rntermetent 
porphyrfa 
Skm. Prurrtrc and erythematous rashes urtrcarfa, toxrc eprdermal necrolysls (Lyelf’s syn- 
drome) (see WARNINGS), Stevens-Johnson Syndrome (see WARNINGS), photosensrttvrty 
reactrons, alteratfons I” skrn pfgmamatron, exfokatrve derhTatltls. erythema moftrforma and 
nodosum. purpura, aggravatron of drssemrnated lupus erythematosus, alopecfa. and 
diaphoresrs 1~ certa,n cases, d,sco”t,““at,o” of therapy may be necessary fsolated Cases Of 
hrrsutfsm have oeen reported, but a causal relatronshfp 15 not clear 

‘Cardrovascukw System’ Congestwe heart farlure, edema, aggravation Of hypertensron, 
hypotensfon. syncope and collapse, aggravatron of coronary artery dfsease. arrhythmfas and 
AV block, thrombophlebftfs, thromboembolfsm. and adenopathy or lymphadenopathy 

Some of these cardfovascular complications have resulted !n fatalrtves Myocardral fnfarc- 
tfon has been assocrated wrth other trlcycffc compounds 
Lfvec Abnormalfbes fn kver tunctfon tests, cholestatfc and hepatocellular faundrce, hepatfhs, 
very rare cases of hepatfc farlure 
Pancreatic: Pancreahtfs 
Resprratory System. Pulmonary hypersensftwfty characterfzed by fever, dyspnea, pried- 
rm”lbS, or pneumonia 
Genitourrnary System: Urinary frequency, acute urmary retentfon, olfgurfa wfth elevated 
blood pressure, azotemfa, renal faflure. and rmpotence Albumstuna, glycosuna, elevated 
BUN and m,croscop,c deposes m the urrne have also been reported 

Testkxlar atrophy occurred I” rats recsrwng Tegretol orally from 4-52 weeks at dosage 
levels of 50-400 mgikgiday Addfttonally. rats recefvfng Tegretol rn the duet for 2 years at 
dosage levafs of 25, 75. and 250 mg/kg/day had a dose-related rncrdence of testfcular 
P’ ,phy and aspermatogenesfs In dogs, It produced a browmsh drscoloratfon. presumably 

p metabokte, m the unnary bladder at dosage levels of 50 mg/kg and hrgher Relevance of 
these frndmgs to humans IS unknown 
Nervous System: D~zzrness, drowsmess. dfsturbances of coordfnatfon. confusfon. headache, 
fatigue, blurred v,s,o”, vfsual hallucmatrons, transfent drplopfa, oculomotor dfsturbances, nys 
tagmu% speech dfsturbances, abnormal fnvoluntary movements. pertpheral neurftfs and 
paresthesw. depressron wth agttatron, talkatwsness, bnnttus, and hyperacusrs 

There have been reports of assocfated paralysfs and other symptoms of cerebral arterfal 
f~sufflcrency. but the exact relatfonshrp of these reactfons to the drug has not been establfshed 

Isolated cases of neurOlC?ptlc malIgnant syndrome haYe been reported wrth concomrtant 
“se Of psychotroprc drugs 
Digestive System: Nausea, vomdtng, gastric dtstress and abdomfnal Parr!. dtarrhea. constr- 
Patron. anorerra. and dryness of the mouth and pharynx, fncludfng glossftrs and stomatrtfs 
Eyes: Scattered punctate c~rtlcal lens opac~bes. as well as confunctivftfs have been reported 
Although a dfrect causal relatfonshfp has not been establfshed. many phenothfazfnes and 
related drugs have been shown to cause eye changes 
Moscofoskefetaf System: Achcng fornts and muscles, and leg cramps 
Metabobsm: Fever and chflls lnapproprfate antfdluretrc hormone (ADH) secretron svdrome 
has been reported Cases of frank water mtoxfcatron, wrth decreased serum sod,u”, 
(hyponatremra) and confusran, have been reported fn assocratfon wfth Tegretol use (see 
PRECAUTIONS, Laboratow Tests) Decreased levels of plasma calcfum have been reoorted 
Other. Multwxgan hypersknsttrwty reacttons occurrrng bays to weeks or months aher rnftfat- 
rng treatment have been reported rn rare cases Srgns or symptoms may Include, but are not 
kmfted to fever, skrn rashes, vasculrt~s, lymphadenopathy. dfsorders mfmfckmg fymphoma, 
arthralgra, leukopenra, eosfnophflfa. hepato-splenomegaly and abnormal lkver functron tests 
These sfgns and symptoms may occur fn varrous combmatrons and not necessarily concur- 
rently Signs and symptoms may tnrtfally be mtld Various organs. rncludfng but not kmrted to, 

b Ifver, skin. krvnune system, lungs. ktdneys. pancreas, myocardfum, and colon may be affected 
(see PRECAUTIONS, General and PRECAUTIONS. Information for Patients) 

(’ Isolated cases of a lupus erythematosus-kke syndrome have been reported There have 
o been occasional reports of elevated levels of cholesterol, HDL cholesterol, and trfglycarfdes 
sin patrents takmg antrconvulsants 
Y A case of aseptrc menmgltfs. accompanred by myoclonus and pehpheral eostnophrka, has 
srbeen reported rn a patrent takfng carbamazeplne rn combfnatron wfth other medfcatfons The 
o patlent was successfully dechallenged. and the menlngftrs reappeared upon rechallenge wrth 
drcarbamazeprne 
CDRUGABUSEANDDEPENDENCE 
InNo ewdence of abuse potentral has been assocfated wrth Tegretol, “or Is there evrdence 01 
ctpsychologrcal or phystcal dependence ,n humans 
MOVERDOSAGE 
TtAc”te Toxlclty 
cKowest known lethal dose adults 3 2 g (a 24.year-old woman dred of a cardiac arrest and a 
mQ4-year-old ma” dred of pneumonia and hypoxrc encephalopathy). chrfdren. 4 g (a l4-year- 
labld gel dred of a cardrac arrest), 1 6 g (a 3-year-ofd girl dred of asplratron pne”mon,a) 
Po Oral LDso rn ammals (mg/kg) rmce, 11003750, rats 3850-4025. rabbrts. 1500-2680. 
U”wlea prgs. 920 
ralSrgns and Symptoms 

‘he first signs and symptoms appear atter 1-3 hours Neuromuscular dtsturbances are the 
actnost promrnent Cardrovascular drsorders are generally molder. and severe cardfac complrca- 

ens occur only when very hrgh doses (> 60 g) have been Ingested 
022’, espwatron. Irregular breathing resp,raton/ depressron 

Card,ovascular 8ysfem: Tachycardra. hypoter?SlOn or hypertenston shock. conductron 
disorders 
Nervous System and Muscles. impairment of conscxowness rangrng fn severity to deep 
coma Convuls,ons, especfalfy I” srna,, chrldren Motor restlessness muscular twrtchrng. 
tremor, athetord movements op,sthotonos, atawa, droWslnesS. dtzzrness mydrws. hYStag 
mus. adfadochokrnesra, ballfsm, psychomotor drsturbances. dysmetrra lnltlal hYperref)eXra. 
followed by hyporeflexfa 
Gdstmlntestrnal Tract. Nausea, vom,t,ng 
Ktdneys and Bladder: Anurla or olrgurra. “rrnary retention 
L&oratory Findrngs: k&ted instances 0f overdosage have rncloded IeokocytOsfs. 
reduced feukocYte count, glycosuha. and aCetOnUrla EEG may show dysrhythmras 
Combmed Po,so”,ng’ When alcohol, trlcyckc antrdepressants. barbrturates. or hydantorns 
are taken at the same trme the sfgns and symptoms of acute porsonlng wth Tegretol may be 
aggravated or modffred 
Treatment 
The prognosrs fn cases of severe pofsonrng IS crrtrcally dependent upon prompt allmfnatfon of 
the drug, whfch may be achfeved by fnducrng vomrtfng. frrfgatrng the stomach, and by takfng 
approprrate steps to dfmfnfsh absorptfon If these measures cannot be rmpfemented WIthout 
rtsk on the spot. the patten, should be transferred at once to a hosprtal. whde ensurli-ig that 
v,tal tunctfons are safeguarded There IS no specrfrc antrdote 
Ehmh~bon of the Drug. Inductron Of vomrtlng 

Gastm iwage Even when more than 4 hours have elapsed followmg IngestIon of the 
drug, the stomach should be repeatedly fmgated. espaclally If the patlent has also consumed 
alcohol 
Measures to Reduce Absorpbon: Activated charcoal. laxatives 
Measures to Accelerate Elrmination: Forced dturests 

Dfalysfs IS fndfcated only fn severe pofsonfng associated wrth renal faflure Replacement 
transfusfon IS fndfcated fn severe polsonlng fn small chrldren 
Resprratory Depressron: Keep the arrways free, resort ff necessary to endotrscheal Into- 
batfort, artlffcfal resprratlorl. and admfnrstratfon of oxygen 
Hypotension, Shock: Keep the patkent’s legs raised and admlnfster a plasma expander 
If blood pressure tafls to rfse despfte measures taken to increase PlaSma VOlUme. use ot 
vasoactwe substances should be consfdered 
Convulsions: Drazepam or barbnurates 
Warning: Dfazepam or barbfturates may aggravate resplratofy depressron (especially rn 
chrldren). hypotensron, and coma However. barbfturates should 8~t be used ff drugs that 
mhfbrt mo”oam,“e oxfdase have also been taken by the patrent efther I” overdosage or I” 
recent therapy (wthrn 1 week) 
Surveillance: Respfratfo~, cardfac functfon (ECG monftorrng). blood pressure. body temper- 
ature, pupfllary reflexes, and krdney and bladder tunctron should be momtared for several 
days 
Treatment of Blood Count Abnormalities: If evfdence ot sfgnlfrcant bone marrow depras- 
s,on develops. the ,o,,ow,r,g recommendat,ons are suggested (1) Stop the drug, (2) perform 
dally CBC, platelet. and rettculocyta co”“ts. (3) do a bone marrow asprratlon and trephfne 
btopsy tmmedtately and repeat wrth suffcfent frequency to monitor racovery 

Special perrodfc studfes mfght be helpful as follows (1) whfte call and platelet antfbodfes, 
(2) 59Fe-ferrokkwtx studres, (3) perfpheral blood cell typmg, (4) cytogenetfc studfes on mar- 
row and perrpheral blood, (5) bone marrow culture studfes for colony-formrng unfts. 
(6) hemoglobrn slectrophoresis for Aa and F hemoglobrn. and (7) serum folfc aced and B,e 
laVaIS 

A fully developed aplastfc anemfa wfll requrre approprrate, mtenswe monrtorfng and thera- 
py, for whrch specfakzed consuttatton should be sought 
DOSAGE AND ADMINISTRATION (see table below) 

Tegretol suspensfon rn combmatron wfth lrqufd chlorpromazfne or thforrdazfne results rn 
preclpftate formatfort. and rn the case of chlorpromazrne, there has been a report of a patrent 
Passfng a” orange rubbery prec~prtate I” the stool followlng coadmrnrstratfon of the two 
drugs (see Drug tnteractk~ns) Because the extent to whrch thrs occurs wdh other lrqurd 
medfcatfons IS not known, Tegretol sospensron should not be admfnfstered srmultaneously 
wrth other frqurd medrcatfons or drluents 

Monrtorrng of blood levels has mcreased the efficacy and safety ot antrconvulsants (see 
PRECAUTIONS, Laboratory Tests) Dosage should be adfusted to the needs of the 
mdfvfdual patlent A low fnftral dally dosage wrth a gradual mcrease 1s advfsed As soon as 
adequate Control 4s achwed, the dosage may be reduced very gradually to the mrn,mum 
effective level Medfcatron should be taken wrth meals 

SIrwe a Qfve” dose Of -egretol suspensron wfll produce higher peak levels than the same 
dose given as the tablet. It IS recommended to start wrth low doses (chrldren 6.t2 years 112 
taaspoon q I d ) and to (“crease slowly to word unwanted s,de effects 

ConVerSIon Of patrents from oral Tegretol tablets to Tegretol swperwon Patrents should 
be converted by admrnrsterrng the same number of mg per day rn smaller, more frequent 
doses (1 e b I d tablets to t I d suspension) 

Tegretot-XH Is an extended-release formulaban for twce-a-day admtnrstratfon When con- 
Yerkng Patrents from Tegretol conventronal tablets to Tegretol-XR, the same total dally mg 
dose of Tegretol-XR should be admrnrstered Tegretol-XR tablets must be swa,,owad 
whole and “e”er crushes or chewed Tegretol-XR tablets should be inspected for ch,ps or 
cracks Damaged tablets or tablets wrthout a release portal should not be consumed 
TeQretol-XR tablet Coating IS not absorbed and 1s excreted I” the feces, these coahngs r,,ay 
be notrceable I” the stool 
Epilepsy fsee INDICATIONS AND USAGE) 
Adults and chrldren over 12 years of age - Initr.?~ Either 200 mg b I d for tablets and 
XR tablets, or 1 teaspoon CI I d for suspension (400 mgiday) Increase at weekly rnterv& by 
addrng “p to 200 @day “irng a b I d regrme” of Tegretol-XR or a t / d or q I d reg,,,,ah of 
the other formulatrons untfl the optrmal response is obtarned Dosage generally should not 
exceed ‘000 mg dally rn chrldren 12-15 YeaS ot age, and 1200 mg daily ,n p&rents above 



15 Years Of age Doses “P to 1800 mg da,,y have been used I” adults tn rare instances 
Ma’“te”a”Ce Adlust dosage to the m,n,mum effectwe level. usually 800-1200 m9 dally 
Chrldren 6-12 years of age - Imt,& E,ther 100 mg b / d ior tablets or XR tablets or 112 
teaspoon q I d for suspension (200 mglday) Increase al weekly intervals by addlng up to 
100 mgldav usmg a b t d regimen of Tegretol-XR or a t I d or q ! d regimen of the other for- 
~~l~t~DnS until the ODhm response IS obtained Dosage generally should not exceed 
1000 mg dally Marntenance: Adjust dosage to the rn~“~m”m  effective level usually 
400-800 mg dally 
Chrldren under 6 years of age - /niba/. 10.20 mglkgiday b I d or t I d as tablets or q I d 
as Suspension Increase weekly to achieve optlmal cllnlcal response admlnlstered t I d or 
9 I d Marntenance Ordrnanly. optimal clm~cal response !s achieved at dally doses below 
35 mglkg If satrsfactory ct~nrcal response has not been achwed, plasma levels should be 
measured to determlne whether or not they are m  the therapeutic range No recommendation 
regardmg the safety of carbamazepme for use at doses above 35 mglkgl24 hours can be made 
Combtnatton Therapy, Tegretol may be used alone or wth other antlconvulsants When 
added to exlstmg antlconvulsant therapy, the drug should be added gradually while the other 
antlconvuisants are maIntamed or gradually decreased, except phenytorn, whrch may have to 
be Increased (see PRECAUTIONS. Drug Interactmns, and Pregnancy Category D) 
Trtgemtnal Neuralgia (see INDICATIONS AND USAGE) 
lnitral: On the hrst day. either 100 mg b , d for tablets or XR tablets, or 112 teaspoon q , d 
for suspens,on, for a total dally dose of 200 mg This dally dose may be mcreased by up to 
200 mglday usmg mcrements of 100 mg every 12 hours for tablets or XR tablets. or 50 mg 
(l/Z teaspoon) q I d for suspension, only as needed to achwe freedom from pan Do not 
exceed 1200 mg dally Maintenance: Control of pan can be mamtamed m  most patients 
wth 400-800 mg dally However. some patients may be mantamed on as little as 200 mg 
dally. while others may require as much as 1200 mg dally At least once every 3 months 
throughout the treatment period. attempts should be made to reduce the dose to the mm- 
mum eflectwe level or even to dlscontlnue the drug 
H O W  SUPPLIED 
Chewable Tablets 100 mg - round, red-speckled. pmk. smgle-scored (Imprinted Tegretol on 
one side and 52 twx? on the scored side) 

Bottles Of 100 NDC 0083-0052-30 
Unit Dose (bllstar pack) 

Box Of 100 (strips Of 10) NDC 0083-0052-32 

Da not store above 30°C (86°F) Protect from I!ghf and mofsture Dfspense !n ught, kght- 
ressmJt Container (USPJ 

Dosage lnfomlatlon 

Tablets 200 mg capsule-shaped. pmk. smgle-scored (ImprInted Tegretol on one stde and 
27 twice on the part~allv scored sloei 

Bottles of 100 NDC 0083-0027-30 
Bofws Of 1000 NDC 0083-0027-40 
Unit Dose lbitster pack) 

BOX Of 100 (strips of 10) NDC 0083-0027-32 

Do not store above 30°C (86”Fl Protect from mofsture Dispense ,n bghf contav?er (USP) 

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

Bottles Of 100 NDC 0063-0061-30 
Untt Dose (blister pack) 

Box ot 100 (strips of IO) NDC 0083-0061-32 
XR Tablets 200 mg round, pmt., coated (ImprInted T on one side and 200 mg on the 
other). release portal on one side 

Bottles Of 100 NDC 0083-0062-30 
Umt Dose (blister pack) 

BOX of too (strips Of 10) NDC 0083-0062-32 
X17 Tablets 400 rng round, brown, coated (Imprinted T on one side and 400 mg on the 
other). release portal on one side 

BOtl lBS Of 100 NDC 0083-0060-30 
Umt Dose (blister pack) 

BOX Of 100 (strips Of IO) NDC 0083-0060-32 

Store at controlled room temperature 15°C.30°C (59°F.86’F) Profecl from moewe 
Dispense NI bght con&anei (USP,’ 

Suspensron 100 mg/5 mL (teaspoon) yellow-orange, citrus-vamlla flavored 
m m  of 450 mu NDC 0083-0019-76 

Shake well before usmg 
Do not store above 30°C (86°F) ,D/spense ,n f!ghf, ffghght-res/stanr contaner (lJSP/ 

lndlcatlon 

Epilepsy 

Tablet’ XFJ Suspensloo 

Under 6 yr 10-20 mgikgiday 
bid ortld 

1 O-20 mgikq’day 
qfd 

Trigemmal 
Neuralgia 1OOmgbid 1OOmgbld 112tspqId 

(200 mgiday) (200 mglday) 1200 mglday) 

‘Tablet = Chewable or convenbonal tablets 
tXR = Tegretol@-XR extended-release tablets 

Subsequent Dose 

Tablet 

Increase week& Increase weekly 
to achieve to achieve 
opwnal Cllnlcal optlmal cl~mcal 
response, t Ed response, 1.1 d 
orqld orqld 

Add up to 
100 mglday 
at weekly 
Inter& 
tld orqld 

Add 
100 mgiday 
at weekly 
mtervals, 
bid 

Add up to I tsp 
(100 mgjiday at 
weekly mtervals 
tld ora\d 

Add up to 
200 mglday 
al weekly 
Intervals, t I d 
orqld 

Add up to 
200 mglday 
al weekly 
intervals. b I d 

Add up to 
2 tsp 
1200 mgjlday 
at weekly 
Intervals, i I d 
orqld 

Add up to 
200 mglday 
I” l”creme”tS 
01 100 mg 
every 12 hi 

Add "Q to 
200 mglday 
,n Increments 
Of 100 mg 
every 12 hr 

Add up to 2 tsp 
1200 mg)/day 
I” InclementS 
Of 50 mg 
1112 tsp) q I d 

Maximum Dally Dose 

Tablet xflt SUSQWWXl  

35 mglkgi24 hr 
(see Dosage 
and AdmInIstratIon 
section above) 

35 mgikqi24 hr 
isee Dosage 
and Admlmstratlon 
secm above) 

W O  mgi24 hi 

1000 mg124 hr(l2-15yr) 
1200 mg124 hr (>i5 yr) 
1600 m@24 hr (adults, tn rare mstances) 

1200 mgi24 hr 

Tegretol Susperwon Manufactured by 
Novart~s Pharmaceuticals Canada InC 
Dorval (Qt&bec), Canada H9S IA9 

REV FEBRUARY 2000 2249.25.OOA 

Novart~s Pharmaceuticals Corporation 
East Hanover, New Jersey 07936 

TZOOO-04 
89007002 
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(Highlighting the Changes in Aria1 Black) 
Draft Package Insert 

Carbamazepine Tablets USP, 100 mg, 200 mg, 300 mg and 400 mg 
Rx only 
Prescribing Information 

WARNING 
APLASTIC ANEMIA AND AGRANULOCYTOSIS HAVE BEEN REPORTED IN ASSOCIATION 

WITH THE USE OF CARBAMAZEPINE. DATA FROM A POPULATION-BASED CASE 
CONTROL STUDY DEMONSTRATE THAT THE RISK OF DEVELOPING THESE REACTIONS IS 
5 TO 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 POPULATION 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 UNCOMMON IN ASSOCIATION WITH THE USE OF 
CARBAMAZEPINE, DATA ARE NOT AVAILABLE TO ESTIMATE ACCURATELY THEIR 
INCIDENCE OR OUTCOME. HOWEVER, THE VAST MAJORITY OF THE CASES OF 
LEUKOPENIA HAVE NOT PROGRESSED TO THE MORE SERIOUS CONDITIONS OF 
APLASTIC ANEMIA OR AGRANULOCYTOSIS. 

BECAUSE OF THE VERY LOW INCIDENCE OF AGRANULOCYTOSIS AND APLASTIC 
ANEMIA, THE VAST MAJORITY OF MINOR HEMATOLOGIC CHANGES OBSERVED IN 
MONITORING OF PATIENTS ON CARBAMAZEPINE ARE UNLIKELY TO SIGNAL THE 
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 PATIENT SHOULD BE MONITORED CLOSELY. DISCONTIN- 
UATION OF THE DRUG SHOULD BE CONSIDERED IF ANY EVIDENCE OF SIGNIFICANT 
BONE MARROW DEPRESSION DEVELOPS. 

Before prescribing carbamazepine, the physician should be thoroughly familiar with the details 
of this prescribing information, particularly regarding use with other drugs, especially those which 
accentuate toxicity potential. 
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DESCRIPTION 
Carbamazepine USP, is an anticonvulsant and specific analgesic for trigeminal neuralgia, available for 
oral administration as tablets of 100 mg, 200 mg, 300 mg and 400 mg. Its chemical name is 5H- 
dibenz[b,Jlazepine-5-carboxamide, and its structural formula is: 
Per USP Monograph 

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: 100 mg, 200 mg, 300 mg and 400 mg tablets - colloidal silicon dioxide, 
hydroxypropyl methylcellulose, magnesium stearate, microcrystalline cellulose, povidone. 
CLINICAL PHARMACOLOGY 
In controlled clinical trials, carbamazepme has been shown to be effective m the treatment of 
psychomotor and grand ma1 seizures, as well as trigeminal neuralgia. 
Mechanism of Action 
Carbamazepine has demonstrated anticonvulsant properties in rats and mice with electrically and 
chemically induced seizures. It appears to act by reducing polysynaptic responses and blocking the post- 
tetanic potentiation. Carbamazepine greatly reduces or abolishes pain induced by stimulation of the 
infraorbital nerve in cats and rats. It depresses thalamic potential and bulbar and polysynaptic reflexes, 
including the linguomandibular reflex in cats. Carbamazepine is chemically unrelated to other 
anticonvulsants or other drugs used to control the pain of trigeminal neuralgia. The mechanism of action 
remains unknown. 

The principal metabolite of carbamazepine, carbamazepine-10,l 1-epoxide, has anticonvulsant activity 
as demonstrated m several in vivo animal models of seizures. Though clinical activity for the epoxide has 
been postulated, the significance of its activity with respect to the safety and efficacy of carbamazepine 
has not been established. 
Pharmacokinetics 
In clinical studies, carbamazepine suspension, conventional tablets, and carbamazepine extended-release 
tablets delivered equivalent amounts of drug to the systemic circulation. However, the suspension was 
absorbed somewhat faster, and the carbamazepine extended-release tablet slightly slower, than the 
conventional tablet. The bioavailability of the carbamazepine extended-release 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, carbamazepine suspension affords steady-state 
plasma levels comparable to carbamazepine tablets given b.i.d. when administered at the same total mg 
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daily dose. Following a b.i.d. dosage regimen, carbamazepine extended-release tablets afford steady- 
state plasma levels comparable to conventional carbamazepine tablets given q.i.d., when administered at 
the same total mg daily dose. Carbamazepine in blood is 76% bound to plasma proteins. Plasma levels 
of carbamazepine are variable and may range from 0.5 to 25 mcg/mL, with no apparent relationship to 
the daily intake of the drug. Usual adult therapeutic levels are between 4 and 12 mcg/mL. In 
polytherapy, the concentration of carbamazepine and concomitant drugs may be increased or decreased 
during therapy, and drug effects may be altered (see PRECAUTIONS, Drug Interactions). Following 
chronic oral administration of suspension, plasma levels peak at approximately 1.5 hours compared to 4 
to 5 hours after administration of conventional carbamazepine tablets, and 3 to 12 hours after 
administration of carbamazepine extended-release tablets. The CSF/serum ratio is 0.22, similar to the 
24% unbound carbamazepine m serum. Because carbamazepine induces its own metabolism, the half-life 
is also variable. Autoinduction is completed after 3 to 5 weeks of a fixed dosing regimen. Initial half- 
life values range from 25 to 65 hours, decreasing to 12 to 17 hours on repeated doses. Carbamazepine is 
metabolized m the liver. Cytochrome P450 3A4 was identified as the major isoform responsible for the 
formation of carbamazepine-10, 11 -epoxide from carbamazepine. After oral administration of 14C- 
carbamazepine, 72% of the administered radioactivity was found in the urine and 28% in the feces. This 
urinary radioactivity was composed largely of hydroxylated and conjugated metabolites, with only 3% of 
unchanged carbamazepine. 

The pharmacokinetic parameters of carbamazepine disposition are similar in children and in adults. 
However, there is a poor correlation between plasma concentrations of carbamazepine and 
carbamazepine dose in children. Carbamazepine 1s more rapidly metabolized to carbamazepme- lO,ll- 
epoxide (a metabolite shown to be equipotent to carbamazepine as an anticonvulsant in animal screens) 
in the younger age groups than in adults. In children below the age of 15, there is an inverse relationship 
between CBZ-EKBZ 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 to 15 years of age). 

The effects of race and gender on carbamazepine pharmacokinetics have not been systematically 
evaluated. 
INDICATIONS AND USAGE 
Epilepsy: Carbamazepine is indicated for use as an anticonvulsant drug. Evidence supporting efficacy of 
carbamazepine as an anticonvulsant was derived from active drug-controlled studies that enrolled 
patients with the following seizure types: 
1. Partial seizures with complex symptomatology (psychomotor, temporal lobe). Patients with these 

seizures appear to show greater improvement than those with other types. 
2. Generalized tonic-clonic seizures (grand mal). 
3. Mixed seizure patterns which include the above or other partial or generalized seizures. Absence 

seizures (petit mal) do not appear to be controlled by carbamazepine (see PRECAUTIONS, General), 
Trigeminal Neuralgia: Carbamazepine is indicated in the treatment of the pain associated with true 
trigeminal neuralgia. 

Beneficial results have also been reported in glossopharyngeal neuralgia. 
This drug 1s not a simple analgesic and should not be used for the relief of trivial aches or pains. 

CONTRAINDICATIONS 
Carbamazepine should not be used in patients with a history of previous bone marrow depression, 
hypersensitivity to the drug, or known sensitivity to any of the tricyclic compounds such as amitriptyline, 
deslpramme, imipramine, protriptyline, nortriptyline, etc. Likewise, on theoretical grounds its use with 
monoamine oxidase inhibitors is not recommended. Before administration of carbamazepine, MAO 
inhibitors should be discontinued for a minimum of 14 days, or longer if the clinical situation permits. 
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WARNINGS 
Patients with a history of adverse hematologic reaction to 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 carbamazepine. These reactions have been extremely rare. 
However, a few fatalities have been reported. 

Carbamazepine has shown mild anticholinergic activity; therefore, patients with increased intraocular 
pressure should be closely observed during therapy. 

Because of the relationship of the drug to other tricychc compounds, the possibility of activation of a 
latent psychosis and, in elderly patients, of confusion or agitation should be borne in mind. 
Usage in Pregnancy 
Carbamazepine can cause fetal harm when administered to a pregnant woman. 

Epidemiological data suggest that there may be an association between the use of carbamazepine during 
pregnancy and congenital malformations, including spina bifida. In treating or counseling women of 
childbearing potential, the prescribing physician will wish to weigh the benefits of therapy against the 
risks. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, the 
patient should be apprised of the potential hazard 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, if 
therapy is to be continued, monotherapy may be preferable for pregnant women. 

In humans, transplacental passage of carbamazepine is rapid (30 to 60 minutes), and the drug is 
accumulated in the fetal tissues, with higher levels found in liver and kidney than in brain and lung. 

Carbamazepine has been shown to have adverse effects in reproduction studies in rats when given 
orally in dosages 10 to 25 times the maximum human daily dosage (MHDD) of 1200 mg on a mg/kg 
basis or 1.5 to 4 times the MHDD on a mg/m’ basis. 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 palate, 1; 
talipes, 1; anophthalmos, 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. 

Antiepileptic drugs should not be discontinued abruptly 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. 

Tests to detect defects using currently accepted procedures should be considered a part of routine 
prenatal care in childbearing women receiving carbamazepine. 

There have been a few cases of neonatal seizures and/or respiratory depression associated with maternal 
carbamazepine and other concomitant anticonvulsant drug use. A few cases of neonatal vomiting, 
diarrhea, and/or decreased feeding have also been reported in association with maternal carbamazepine 
use. These symptoms may represent a neonatal withdrawal syndrome. 
PRECAUTIONS 
General: Before initiating therapy, a detailed history and physical examination should be made. 

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

Therapy should be prescribed only after critical benefit-to-risk appraisal m patients with a history of 
cardiac, hepatic or renal damage; adverse hematologic or hypersensitivity or reactions to other drugs, 
mcludmg reactions to other anticonvulsants; or interrupted courses of therapy with carbamazepine. 
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Hepatic effects, ranging from slight elevations in liver enzymes to rare cases of hepatic failure have 
been reported (see ADVERSE REACTIONS and PRECAUTIONS, Laboratory Tests). In some cases, 
hepatic effects may progress despite discontinuation of the drug. 

Multi-organ hypersensitivity reactions occurring days to weeks or months after initiating treatment have 
been reported in rare cases (see ADVERSE REACTIONS, Other and PRECAUTIONS, Information for 
Patients). 

Discontinuation of carbamazepine should be considered if any evidence of hypersensitivity develops. 
Hypersensitivity reactions to carbamazepine have been reported in patients who previously experienced 

this reaction to anticonvulsants including phenytoin and phenobarbital. A history of hypersensitivity 
reactions should be obtained for a patient and the immediate family members. If positive, caution should 
be used in prescribing carbamazepine. 

Since a given dose of carbamazepine suspension will produce higher peak levels than the same dose 
given as the tablet, it is recommended that patients given the suspension be started on lower doses and 
increased slowly to avoid unwanted side effects (see DOSAGE AND ADMINISTRATION). 
Information for Patients: Patients should be made aware of the early toxic signs and symptoms of a 
potential hematologic problem, as well as dermatologic, hypersensitivity or hepatic reactions. These 
symptoms may include, but are not lim ited to, fever, sore throat, rash, ulcers in the mouth, easy bruising, 
lymphadenopathy and petechial or purpuric hemorrhage, and in the case of liver reactions, anorexia, 
nausea/vomitmg, or jaundice. The patient should be advised that, because these signs and symptoms 
may signal a serious reaction, that they must report any occurrence immediately to a physician. In 
addition, the patient should be advised that these signs and symptoms should be reported even if m ild or 
when occurring after extended use. 

Since dizziness and drowsiness may occur, patients should be cautioned about the hazards of operating 
machinery or automobiles or engaging in other potentially dangerous tasks. 
Laboratory Tests: Complete 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 counts, the patient should be monitored closely. Discontinuation of 
the drug should be considered if any evidence of significant bone marrow depression develops. 

Baseline and periodic evaluations of liver function, particularly in patients with a history of liver 
disease, must be performed during treatment with this drug since liver damage may occur (see 
PRECAUTIONS, General and ADVERSE REACTIONS). Carbamazepine should be discontinued, 
based on clinical judgment, if indicated by newly occurring or worsening clinical or laboratory evidence 
of liver dysfunction or hepatic damage, or in the case of active liver disease. 

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

Baselme 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 efficacy and 
safety of anticonvulsants. This monitoring may be particularly useful in cases of dramatic increase in 
seizure frequency and for verification of compliance. In 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 carbamazepine administered 
alone. 
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Hyponatremia has been reported in association with carbamazepine use, either alone or in combination 
with other drugs. 

Interference with some pregnancy tests has been reported. 
Drug Interactions: There has been a report of a patient who passed an orange rubbery precipitate in his 
stool the day after ingesting carbamazepine suspension immediately followed by Thorazine@ 
(chlorpromazine hydrochloride) solution. Subsequent testing has shown that mixing carbamazepine 
suspension and chlorpromazine solution (both generic and brand name) as well as carbamazepine 
suspension and liquid MellarilB (thioridizine) resulted in the occurrence of this precipitate. Because the 
extent to which this occurs with other liquid medications is not known, carbamazepine suspension should 
not be administered simultaneously with other liquid medicinal agents or diluents. (See DOSAGE AND 
ADMINISTRATION). 

Clinically meaningful drug interactions have occurred with concomitant medications and include, but 
are not limited to, the following: 
Agents That May Affect Carbamazepine Plasma Levels 
CYP 3A4 inhibitors inhibit carbamazepine metabolism and can thus increase plasma carbamazepine 
levels. Drugs that have been shown, or would be expected, to increase plasma carbamazepine levels 
include: 

cimetidine, danazol, diltiazem, macrolides, erythromycin, troleandomycin, clarithromycin, fluoxetine, 
loratadine, terfenadine, isoniazid, niacinamide, nicotinamide, propoxyphene, ketoconazole, itraconazole, 
verapamil, valproate.* 
CYP 3A4 inducers can increase the rate of carbamazepine metabolism. Drugs that have been shown, or 
that would be expected, to decrease plasma carbamazepine levels include: 

cisplatin, doxorubicin HCl, felbamatet, rifampin, phenobarbital, phenytoin, primidone, theophylline. 

* increased levels of the active lo,11 -epoxide 
tdecreased levels of carbamazepine and increased levels of the 10,l 1-epoxide 
Effect of Carbamazepine on Plasma Levels of Concomitant Agents 
Increased levels: clomipramine HCl, phenytoin, primidone. 
Carbamazepine induces hepatic CYP activity. Carbamazepine causes, or would be expected to cause, 
decreased levels of the following: 

acetammophen, alprazolam, clonazepam, clozapine, dicumarol, doxycycline, ethosuximide, haloperidol, 
lamotrigine, metheuximide, oral and other hormonal contraceptives, phensiximide, phenytoin, 
theophylline, tiagabme, topiramate, valproate, warfarm. 
Concomitant admmistration of carbamazepine and litium may increase the risk of neurotoxic side effects. 

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

Concomitant use of carbamazepine with hormonal contraceptive products (e.g. oral, and levonogestrel 
subdermal implant contraceptives) may render the contraceptives less effective because the plasma 
concentrations of the hormones may be decreased. Breakthrough bleeding and unintended pregnancies 
have been reported. Alternative or back-up methods of contraception should be considered. 
Carcinogenesis, Mutagenesis, Impairment of Fertility: Carbamazepine, when administered to Sprague- 
Dawley rats for two years in the diet at doses of 25, 75 and 250 mglkglday, resulted in a dose-related 
mcrease m the incidence of hepatocellular tumors in females and of benign interstitial cell adenomas in 
the testes of males. 

Carbamazepine must, therefore, be considered to be carcinogenic in Sprague-Dawley rats. Bacterial and 
mammalian mutagenicity studies using carbamazepine produced negative results. The significance of 
these findmgs relative to the use of carbamazepine in humans is, at present, unknown. 
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Usage in Pregnancy: Pregnancy Category D (See WARNINGS). 
Labor and Delivery: The effect of carbamazepine on human labor and delivery is unknown. 
Nursing Mothers: Carbamazepine 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 carbamazepine and about 
0.5 for the epoxide. The estimated doses given to the newborn during breast feeding are in the range of 2 
to 5 mg daily for carbamazepine and 1 to 2 mg daily for the epoxide. 

Because of the potential for serious adverse reactions in nursing infants from carbamazepine, a 
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account 
the importance of the drug to the mother. 
Pediatric Use: Substantial evidence of carbamazepine’s effectiveness for use in the management of 
children with epilepsy (see INDICATIONS AND USAGE for specific seizure types) is derived from 
clinical investigations performed in adults and from studies in several in vitro systems which support the 
conclusion that (1) the pathogenetic mechanisms underlying seizure propagation are essentially identical 
in adults and children, and (2) the mechanism of action of carbamazepine in treating seizures is 
essentially identical in adults and children. 

Taken as a whole, this information supports a conclusion that the generally accepted therapeutic range 
of total carbamazepine in plasma (i.e., 4 to 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 has been systematically studied up to 6 months. No longer-term data from 
clinical trials is available. 
Geriatric Use: No systematic studies in geriatric 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, liver, 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 low dosage recommended. 

The following additional adverse reactions have been reported: 
Hemopoietic System: Aplastic anemia, agranulocytosis, pancytopenia, bone marrow depression, 
thrombocytopenia, leukopenia, leukocytosis, eosinophiha, acute intermittent porphyria. 
Skin: Pruritic and erythematous rashes, urticaria, toxic epidermal necrolysis (Lyell’s syndrome) (see 
WARNINGS), Stevens-Johnson syndrome (see WARNINGS), photosensitivity reactions, alterations in 
skin pigmentation, exfoliative dermatitis, erythema multiforme and nodosum, purpura, aggravation of 
disseminated lupus erythematosus, alopecia, and diaphoresis. In certain cases, discontinuation of therapy 
may be necessary. Isolated cases of hirsutism have been reported, but a causal relationship is not clear. 
Cardiovascular System: Congestive heart failure, edema, aggravation of hypertension, hypotension, 
syncope and collapse, aggravation of coronary artery disease, arrhythmias and AV block, 
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: Abnormalities in liver function tests, cholestatic and hepatocellular jaundice, hepatitis, very rare 
cases of hepatic failure. 
Pancreatic: Pancreatitis. 
Respiratory System: Pulmonary hypersensitivity characterized by fever, dyspnea, pneumonitis or 
pneumonia. 
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Genitourinary System: Urinary frequency, acute urinary retention, oliguria with elevated blood 
pressure, azotemia, renal failure, and impotence. Albuminuria, glycosuria, elevated BUN and 
m icroscopic deposits in the urine have also been reported. 

Testicular atrophy occurred in rats receiving carbamazepine orally from  4 to 52 weeks at dosage levels 
of 50 to 400 mg/kg/day. Additionally, rats receiving carbamazepine in the diet for 2 years at dosage 
levels of 25, 75 and 250 mglkglday had a dose-related incidence of testicular atrophy and 
aspermatogenesis. In dogs, it produced a brownish discoloration, presumably a metabolite, in the urinary 
bladder at dosage levels of 50 mg/kg and higher. Relevance of these findings to humans is unknown. 
Nervous System: Dizziness, drowsiness, disturbances of coordination, confusion, headache, fatigue, 
blurred vision, visual hallucinations, transient diplopia, oculomotor disturbances, nystagmus, speech 
disturbances, abnormal involuntary movements, peripheral 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 abdominal pain, diarrhea, constipation, 
anorexia, and dryness of the mouth and pharynx, including glossitis and stomatitis. 
Eyes: Scattered punctate cortical lens opacities, as well as conjunctivitis, have been reported. Although 
a direct causal relationship has not been established, many phenothiazines and related drugs have been 
shown to cause eye changes. 
Musculoskeletal System: Aching joints and muscles, and leg cramps. 
Metabolism: Fever and chills. Inappropriate antidiuretic 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 carbamazepine use (see PRECAUTIONS, Laboratory Tests). 
Decreased levels of plasma calcium have been reported. 
Other: Multi-organ hypersensitivity reactions occurring days to weeks or months after initiating 
treatment have been reported in rare cases. Signs or symptoms may include, but are not lim ited to fever, 
skm rashes, vasculitis, lymphadenopathy, disorders m imicking lymphoma, arthraigia, leukopenia, 
eosinophilia, hepato-splenomegaly and abnormal liver function tests. These signs and symptoms may 
occur in various combmations and not necessarily concurrently. Signs and symptoms may initially be 
m ild. Various organs, including but not lim ited to, liver, skin, immune system, lungs, kidneys, pancreas, 
myocardium, and colon may be affected (see PRECAUTIONS, General and PRECAUTIONS, 
Information for Patients). 

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

A case of aseptic meningitis, accompanied by myoclonus and peripheral eosinophilia, has been reported 
m  a patient taking carbamazepine in combination with other medications. The patient was successfully 
dechallenged, and the meningitis reappeared upon rechallenge with carbamazepine. 
DRUG ABUSE AND DEPENDENCE I 
No evidence of abuse potential has been associated with carbamazepine, nor is there evidence of 
psychological or physical dependence in humans. 
OVERDOSAGE 
Acute Toxicity 
Lowest known lethal dose: adults, 3.2 g (a 24 year-old woman died of a cardiac arrest and a 24 year-old 
man died of pneumonia and hypoxic encephalopathy); children, 4 g (a 14 year-old girl died of a cardiac 
arrest), 1.6 g (a 3 year-old girl died of aspiration pneumonia). 

1100 to 3750; rats, 3850 to 4025; rabbits, Oral LDso in animals (mg/kg): m ice, 
pigs, 920. 

1500 to 2680; guinea 
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Signs and Symptoms I 
The first signs and symptoms appear after 1 to 3 hours. Neuromuscular disturbances are the most 
prominent. Cardiovascular disorders are generally milder, and severe cardiac complications occur only 
when very high doses (>60 g) have been ingested. 
Respiration: Irregular breathing, respiratory depression. 
Cardiovascular System: Tachycardia, hypotension or hypertension, shock, conduction disorders. 
Nervous System and Muscles: Impairment of consciousness ranging in severity to deep coma. 
Convulsions, especially in small children. Motor restlessness, muscular twitching, tremor, athetoid 
movements, opisthotonos, ataxia, drowsiness, dizziness, mydriasis, nystagmus, adiadochokinesia, 
balhsm, psychomotor disturbances, dysmetria. Initial hyperreflexia, followed by hyporeflexia. 
Gastrointestinal Tract: Nausea, vomiting. 
Kidneys and Bladder: Anuria or oliguria, urinary retention. 
Laboratory Findings: Isolated instances of overdosage have included leukocytosis, reduced leukocyte 
count, glycosuria and acetonuria. EEG may show dysrhythmias. 
Combined Poisoning: When alcohol, tricyclic antidepressants, barbiturates or hydantoins are taken at the 
same time, the signs and symptoms of acute poisoning with carbamazepine may be aggravated or 
modified. 
Treatment I 
The prognosis in cases of severe 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 these measures cannot be implemented without risk on the spot, the patient 
should be transferred at once to a hospital, while ensuring that vital functions are safeguarded. There is 
no specific antidote. 
Elimination of the Drug: Induction of vomiting. 

Gastric lavage. Even when more than 4 hours have elapsed following ingestion of the drug, the stomach 
should be repeatedly irrigated, especially if the patient has also consumed alcohol. 
Measures to Reduce Absorption: Activated charcoal, laxatives. 
Measures to Accelerate Elimination: Forced diuresis. 

Dialysis is indicated only in severe poisoning associated with renal failure. Replacement transfusion is 
mdicated m severe poisoning in small children. 
Respiratory Depression: Keep the airways free; resort, 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 be 
considered. 
Convulsions: Diazepam or barbiturates. 
Warning: Diazepam or barbiturates may aggravate respiratory depression (especially in children), 
hypotension, and coma. However, barbiturates should not be used if drugs that inhibit monoamine 
oxidase have also been taken by the patient either in overdosage or in recent therapy (within one week). 
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, (2) perform daily CBC, platelet and reticulocyte counts, (3) do a bone marrow 
aspiration and trephine biopsy immediately and repeat with sufficient frequency to monitor recovery. 

Special periodic studies might be helpful as follows: (1) white cell and platelet antibodies, (2) 59Fe- 
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 
A2 and F hemoglobin, and (7) serum fohc acid and Bi2 levels. 

A fully developed aplastic anemia will require appropriate intensive monitoring and therapy, for which 
specialized consultation should be sought. 
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DOSAGE AND ADMINISTRATION (see table below) 
Carbamazepme suspension in combination with liquid chlorpromazine or thioridazine results in 
precipitate formation, and, m the case of chlorpromazine, there has been a report of a patient passing an 
orange rubbery precipitate in the stool following coadministration of the two drugs. (See Drug 
Interactions.) Because the extent to which this occurs with other liquid medications is not known, 
carbamazepine suspension should not be administered simultaneously with other liquid medications or 
diluents. 

Monitoring of blood levels has increased the efficacy and safety of anticonvulsants (see PRE- 
CAUTIONS, 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 soon as adequate control is achieved, the 
dosage may be reduced very gradually to the minimum effective level. Medication should be taken with 
meals. 

Since a given dose of carbamazepine suspension will produce higher peak levels than the same dose 
given as the tablet, it is recommended to start with low doses (children 6 to 12 years; % teaspoon q.i.d.) 
and to increase slowly to avoid unwanted side effects. 

Conversion of patients from oral carbamazepine tablets to carbamazepine suspension: Patients should 
be converted by administering the same number of mg per day in smaller, more frequent doses 
(i.e., b.i.d. tablets to t.i.d. suspension). 
Epilepsy: (See INIDCATIONS AND USAGE.) 
Adults and Children over 12 Years of Age 
Initial: Either 200 mg b.i.d. for tablets, or 1 teaspoon q.i.d. for suspension (400 mg/day). Increase at 
weekly intervals by adding up to 200 mg per day usmg a t.i.d. or q.i.d. regimen until the optimal response 
is obtained. Dosage should generally not exceed 1000 mg daily in children 12 to 15 years of age, and 
1200 mg daily in patients above 15 years of age. Doses up to 1600 mg daily have been used in adults in 
rare instances. Maintenance: Adjust dosage to the minimum effective level, usually 800 to 1200 mg 
daily. 
Children 6 to 12 Years of Age 
Initial: Either 100 mg b.i.d. for tablets, or l/2 teaspoon q.1.d. for suspension (200 mg/day). Increase at 
weekly intervals by adding up to 100 mg per day using a t.i.d. or q.i.d. regimen until the optimal response 
is obtained. Dosage generally should not exceed 1000 mg daily. Maintenance: Adjust dosage to the 
minimum effective level, usually 400 to 800 mg daily. 
Children Under 6 Years of Age 
Initial: 10 to 20 mg/kg/day b.i.d. or t.i.d. Increase weekly to achieve optimal clinical response 
administered t.i.d or q.i.d. Maintenance: Ordinarily, optimal clinical response is achieved at daily doses 
below 35 mg/kg. If satisfactory clinical response has not been achieved, plasma levels should be 
measured to determine whether or not they are in the therapeutic range. No recommendation regarding 
the safety of carbamazepine for use at doses above 35 mg/kg/24 
Hours can be made. 
Combination Therapy: Carbamazepine may be used alone or with other anticonvulsants. When added to 
existing anticonvulsant therapy, the drug should be added gradually while the other anticonvulsants are 
maintained or gradually decreased, except phenytoin, which may have to be increased (see 
PRECAUTIONS, Drug Interactions and Usage m Pregnancy, Pregnancy Category D). 
Trigeminal Neuralgia: (See INDICATIONS AND USAGE.) 
Initial: On the first day, 100 mg b.i.d. for a total daily dose of 200 mg. This daily dose may be increased 
by up to 200 mg/day using increments of 100 mg every 12 hours 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 to 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 
discontmue the drug. 
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uosage lntormatlon 

Indication 

Epilepsy 
Under 6 yr 

6to 12yr 

Over 12 yr 

Trigeminal 
Neuralgia 

Initial Dose 

Tablet* Suspension 

10to20 10 to 20 
mglkgfday mglkg I day 
b.i.d. or q.i.d. 
t.i.d. 

100 mg 
b.i.d. (200 
m&W 

% tsp q.i.d. 
(200 
m&W 

200 mg 
b.i.d. (400 
m&-h) 

1 tsp q.i.d. 
(400 
m&W 

100 mg 
b.i.d. (200 
m&W 

% tsp q.i.d. 
(200 
m&W 

Tablet* 

Subsequent Dose 

Suspension 

Increase weekly to Increase weekly to 
achieve optimal achieve optimal clinical 
clinical response, t.i.d. response, t.i.d. or q.i.d. 
or q.i.d. 

Add up to 100 mg/day Add up to 1 tsp (100 
at weekly intervals, mg)/day at weekly 
t.i.d. or q.i.d. intervals t.i.d. or q.i.d. 

Add up to 200 mglday Add up to 2 tsp (200 
at weekly intervals mg)/day at weekly 
t.i.d. or q.i.d. intervals, t.i.d. or q.i.d. 

Add up to 200 mglday Add up to 2 tsp (200 
in increments of 100 mg)/day in increments 
mgevery 12 hr of 50 mg (l/2 tsp) q.i.d. 

Maximum Daily Dose 

Tablet* Suspension 

35 mgtkgf24 hr 35 mglkgf24 hr 
(see Dosage and (see Dosage and 
Administration Administration 
section below) section below) 

1000 mg/24 hr 

1000 mg/24 hr (12 to 15 yr) 
1200mg/24hr(> 15yr) 

1600 mg/24 hr (adults, in rare 
instances) 

1200 mg/24 hr 



, . 

HOW SUPPLIED 
Carbamazepine Tablets USP, 100 mg - - White to off-white round tablet, 
scored on one side, and engraved “T” above the score line and “23” below 
the score line, plain on the other side. 
Bottles of 60 . . . . . . . . . NDC 51672-4076-6 
Bottles of 100 . . . . . . . . . NDC 51672-4076-I 
Bottles of 500 . . . . . . . . . NDC 51672-4076-2 
Bottles of 1000 . . . . . . . . . NDC 51672-4076-3 
Unit Dose of 50 . ..NDC 51672-4076-g 
Unit Dose of lOO...NDC 51672-4076-o 

Carbamazepine Tablets USP, 200 mg - - White, round, flat beveled-edge, one side scored and 
engraved TAR0 above the score and 11 below the score. 
Bottles of 100 . . . . . . . . . NDC 5 1672-4068-l 
Bottles of 500 . . . . . . . . . NIX 5 1672-4068-2 
Bottles of 1000 . . . . . . . . . NDC 5 1672-4068-3 

Carbamazepine Tablets USP, 300 mg - - White to off-white capsule shaped 
tablet, scored on both sides, engraved on one side %FN 250” through the 
score line. 
Bottles of 60 . . . . . . . . . . NDC 51672-4077-6 
Bottles of 100 . . . . . . . . . NDC 51672-4077-I 
Bottles of 500 . . . . . . . . . NDC 51672-4077-2 
Bottles of 1000 . . . . . . . . . NDC 51672-4077-3 
Unit Dose of 50 . ..NDC 51672-4077-g 
Unit Dose of lOO...NDC 51672-4077-o 

Carbamazepine Tablets USP, 400 mg - - White to off-white capsule shaped 
tablet, scored on both sides, engraved rrTrr on one side above, and “29” below 
the score line. 
Bottles of 60 . . . . . . . . . NDC 51672-4078-6 
Bottles of 100 . . . . . . . . . NDC 51672-4078-I 
Bottles of 500 . . . . . . . . . NDC 51672-4078-2 
Bottles of 1000 . . . . . . . . . NDC 51672-4078-3 
Unit Dose of 50 . ..NDC 51672-4078-g 
Unit Dose of lOO...NDC 51672-4078-o 
Do not store above 30°C (86°F). 
Protect from moisture. 
Dispense in tight, preferably glass. 

Manufactured by: 
Taro Pharmaceutical Industries Ltd., 
Haifa Bay, Israel 26 110 
Revised: February 2003 
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