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SERIOUS AND SOMETIMES FATAL ABNOIM
MALITIES OF BLOOD CELLS (APLASTIC
ANEMIA, AGRANULOCY{OSIS, THROM-
BOCYTORENIA AND LEUKUPENIAI HAVE
BEEN RYPORTEQ FOLLOWING TBEATRERT
WIHTH TEGRETOL, CARBAMAZERINE

EARLY DETECTION OF HEMATOLOGIC
CHANGE 1S IMPORTANT SINCE IN SOME PA.
TIENTS, APLASTIC ANEMIA IS REVERSALE

COMPLETE PRETREATMENT BLOOD
COUNTS, INCLUDING PLATELET AND
POSSIBLY RLTICULOCYTE AND GERUM
IRON, SHOULD BF OBTAINED ANY SIGNIF!
CANT ABNORMALITIES SHOULD RULE QU1

ey .
£ 3 USE OF THE DRUG THESE SAME TERTS
2o . SHOULD BE REPEATED AT FREQUENT

INTERVAL S, POSSIBLY WEFKLY DURING
- THE F!ASY THREE MONTHS D THERAPY
AND MOL  HLY THEREAFTER FOR AT LEAST
TWO TOTHREE YEARS THE DRUG SHOULD
BE STOPPED IF ANY EVIDENCE GF BONE
MARHOW DEPRESSION DEVELORS

PATIENTS SHOULD BE MADE AWARE OF THE
EARLY TOXIC SIGNS ANC SYMPTOMS OF A
POTENTIAL HEMATOLUGIC PROBLEM
SUCH AS FEVER, SORE THROAT ULCER L IN
— THE MOUTH, EASY PRUISING. PETECHIAL
- OR PURPURIC HEMORRHAGE AND
- SHOULD BE ADVISED T0O DISCONTINUE THE
ORUG AND TO REPORT TO THE PHYSICIAN
IMMEDIATELY IF ANY SUCH SIGNS OR
————SIMPTOMS APPEAR-— ———

This drug is not & simple analgesic and
should not be used tor the rolie! of trivial
aches of pains. Treatment of epitepsy shouid
_be restricted 1o thoss classitications listed

under “indications *

Betore preacribing Tegretol, the physician
should be thoroughty tamiliar witn the detais
of this prescribing intormation, paricularly
- regarding v e with other drugs, especuuuy

those which

-
VEy R

——— —-Mantthan-tnose witly other types

(7/79) 667104

Tablets of 200 mg €919
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Actions Tegretol has demonstrated anticonvulsant
properties in rats and mice with ronvu!sions in-
ducad by elecincal and chemica’ methods
tarly animal screening tests demonstrated that
Tearetol depressed the lnquomandibular re.
fexrs i cats ram inducoa by Cimatahon of tha
infraorbital ner - o1 cats @nd raly was Greatly
reduced or abolished Tearelol brand of car
bamazeping, 15 chemically unrelated to other an-
ticonvuisants or other anents usad lo control the
sevure pamn of gemihal neurtigia 11 mech-
amism of action is ohiscura
Monitonng of biood ieveis hag incroased the eft-
cacy and safety of anliconvulsinis Plasma
fevels of Tegratol are varable and may ranga
from 0 5-25 meg miwith no apparent relationship
to the daily ilake of the drug Therapeul levels
n the adult range should be between 4-12 meg:
mi Because Tegratol may induce s own
melabolism. the hait-ife 18 al<o vanable. Imtiat
half biu values have buen reported to range rom
25-65 hours, with 12-17 hours on repealed
doses Tegretohis metabolized in the hiver in oral
studies with "C.carbamarupine, 72%. of the ad-
miunstered radioactivily was feund in the unne
and 28% in the leces.

Indications Eprlepsy Tegretol s indicatod for the

tollowing conditions in patients who have not re-
sponded satistactonly to treatment with other
agents such as phenytoin, phenobarbital. and/ >r
pHmgdong

1 Partial seszures with complex symptomatology
{psychomotor. temporal tohe) Patents with
these seizutes appear 10 show greater HMpIove-

2 Generalized ton.e-clonic seizures (grang mal)

3 Mixad seizure patieins which include the above,

of other partial of genéralized séizures
Absence seizures (petitmal) do not appear to be
controlled by Tegretol

_Because of the necessity for irequent iaboralory
evaluaton for potentally senous side effects
Tegretot 15 not racommended as (ha dryg of frat
chocen serzure disorders it should be re<erved
101 patients whose seizures are ditficuit to controt
and or panents expenencing marked side eftects

D plion Tegretol s ar iminostibene denvanve,

€% 10%0wing chemical 5. -ucturo

48 A whntg, Crystaihe sub-~tance which is insoi-
uble N watat but sokitle in propyione glycal. 1t
meks wilhint & TANGER OV Ao mwwé Hhan sy

tweun 187°-193°C  iis moleculs. wo.g.u 3
0628 —

__SH.-dbdenz (bilarepine cumnvamiis and has.

(8 g . excossiva sadation)
Tngerminal Neurargia' Tegretol is inchicated in the
nal neuraigia

Benehcial results have aito been reported i
grossopaaryngeal neuralgia

Contraindications Tegreiol should not be tsed in

patents with & lustory of previous bone marow

-deprassion and-or hypersensiaty to the drug, or
1N pahents with 2 known sensdivity 1o any of the
WCYGhie cumnounds., such as amiliptyline. desip-
ame@, wispraming, protupiying  nodnplybne
eic Likewise On theorehcal prounds its use with
monoarning oxidas® mhbiios 1§ not 18g-

e~ mmERdad -Whan-admimsianng TegreloH 0 pa: —-

—{reatment otihe pain associated with rye ingem.———  ——— ———
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FJogretol’ carbamazeping usk

pents (er 8w MACY o hutaturs Ine MAD
intors shoaid e s ot A0 as Nl 8
deug free nterval sho & etaf @ as the c'omcal
siuanon peronly witly a i o oL en
duys

Warnings The dnay sl he decontnued ERVE
gence of wande Anthon Maow ARpTese oc-
curs Inponend Jogrotol snoa Be anrontmied
¥ a patent sustunn puidence O MAow Hup
pression ds foll. ws

1) Erytheocyt 2a Jusg than 4 0 memm
Homatoent tos s than A2+«
Hemoglotwn  tess than 11 gM°e

21 Leuhotyios fess than A0M o

3) Platelels less than 100 LOU Lmne

tesg than 039~ (20 abn
Lrm)

Ay Huticutocytes

5} Serum ron grenter than 50 gt
Patients with 3 Wate ¢ of adyeter neMAloINGIS
reaction o any drug MAY ne parhirutarly at tsk

Usiqe n Preqnancy The etacts ol Tegretol
human pregnancy and AUISnNg yntame are un

known Hreakthrough plaeding has hoen 1€

ported among pauents receving concomitant
otal conttaceplives and ey rerabdly may e
adversely atiected

Recent reports sungest an association bulween
the use of anticutvuisant drugs 0y women with
epiepsy and an glpvaitd nadente of Dath 0&.
facts i chidren bomn e (hese women Duta are
more extansivé with respect 1o Aphenyihydan
ton and prwenobafb.*.as ot these arg also he
most commanly p«éf\cnned artcaneutsants 1858
systematic O anecdotal trports suygest a posse
ble simiar assaciation with the LSE 0f dil ReWN
anticonvulsant Jrugs

The rephns suggesting an elevates nmidence
birth defects i childeed ol drug-treated gpieotic
WwOImen cannotbe regarded as adequateloprove
a dihyile cause-and-etiect etatonatvp There
are iNtNsIC methodoloqic pregtoms i obl. Mg
adequate data oD Brut toratpoemcty N humans

the groswtulity alao gusts that other tactus. € @

genatic tactors or the emtepliC conditon Mseil.
may ba moie whportant than arug therapy nlead
ing to birth detects The great majonly of mothe 1s
o anuconvulsant modiLation dehver norm LN
tants.

11 1§ nponant 1o note that anticony uigant Grugs

_ ._ahould not be thscontaueg patients in whom

the drug s admmstarad ‘o pevent Maior st
ures becausl ot the sttong possipnty ot pre-
epiatng atatus epieplicus st atiendant
hypoxia and threat 1o e 0 ndindual cases
where ihe seventy and hequency of the sol e
disorder are such that the 1emoval o madiaton
4o¢s NOt pOSE 3 Senous hrent 16 e patent
discontinuation of the arue may be conmders’
pnor o and dunng oreanancy githpuch d cannot
be At with any conhdence that gve: or S8
Lures do not pose same nazardtothe developng
anbryo of telus
Advetst eliecls have been chsmyod W regros
ducton atudesn arimats given Teyretw! orally in
181 teratoiogy sjuches 2 o132 offaptng showed
" winked tbs o 250 Mg kg and 4 of 119 otspung at
80 M kG gnowed oihes anomahes jcieft palate
(1. takpes (1 anophitnalmos {24 in reproctuns

fgn studie . ourang rat Aemonstrated a tach ot
Wt gty & any unkempl appearant® ata
mateaat gusare tevel 1 200 mg k7

e prescubing physicon it Wit @ v
et (orhdeniens LT L I Lonaathng

epslephic women of cruldbeanng potental

e of teqretmm wornen 0f ShidiEdniiy Pttt
it st be coneiereg auly whan e Chiue oy
o TUANON Wttty e frek 15 i advisabie 1ol
MOthiers tdakiiyg 3 giewol i fufay

Toygratol hag shown it antichohreege achvity
herefore  pascms with e reased nragt Lad”
pressure whoald be closely atisened dunng
therapy

Betaase ol the rolationship Of i trug O vihes
tricyhr corpoiads the pot oty of u Lvahon
of A tatet oy hosis andon et patientt of
confuson G agitatinn ehoudd b ome o ound
Suce dizziness and Qo sy 0f b P2
yents should e Cauboe ad At tihe hisatds o
operahna marinery or avtomobiles or QAT
in other potent by dangerous 1a5ks

Precautions Belure \niiating therapy. the fottowing

prOcedures are reconimended

Deutailed oy and physical examnation
Thetapy should pe prescnbed only afler cancal
neroht to-hek apprasaln panents with & tustary
of cardigt hepahe Uf renat gamane niaory et
adversy bumatologt (pactivn 1o Ot Yiugs of
whr, have had interrypted courses ot inerapy with
Tegiatol

Conplete pratenment niaod count. including
piatglal and posaibly raticuiocyte and serur™ won,
should be oblamed Any sigmbicant anoner
malties should rule 0.t us2 of tha drug These
samrs tesis shouid v rgpeated al frequent inet-
vals passiiy waakly, dungg the test theee
monihy Of therapy and month'y thereatter for at
|east two to thee yeara

[lasehine evaluations of INEHunf'!Cf\pamFul’ivly
i pahents with a msioty of fver tisease Lvet
funciion tests mustbe cerorraed at regulal ntar-
vals during Wreaiment wit e drug snge Wwer
gamage may oceuf e ofug should be BsTon
unued umeadiately 0 gases of aggravited ftver
dystunction 0f active hver disease

Bagolne and penudic eye examingtions, wnchud-
ing sht-lamp. fu wtuscopy And tonometry Thest
are recommendad for panonis beng neated wih
this drug s1ce Many phanothuaznies and reiated
Grugs have been &MOwn 10 Couse Bye Changes
Baseine and penodic completa unnalys:s and
BUN doterminatic 18 Thuse are recommanded
for paten‘s eatod wih this agent pecauss of
obgerved renal dystunctiod

Carcinogeness and Mulgenasis Carpamaz:
epine. when agmnisterAd Lo Sprague Oawisy

~-~ 1l for fwo years in the diot at doses of 25-75.

angd 250 mg kg day asulted m & dose-retated

s increase v he \naidenca ! hepatocetiulal

{umors in tematey and bemgh ntgratival cel
agenomes n the tesies 1 males

Carbame zeping must, (nheretore be cons:dered
1o be tarcinogeme n Spragre-Dawiey rats
£ ctendt and mammakan mutagerscty sudes
using carpamazepine produced negavve resulls *
The sgnilcante Of these hindings relaine 1o the
use Of carbamazeping W ymans s, 3t prasent
unknowh

Adverse RHeactions 1 adverse reactions aré o

such sevenly thatthe dru g must Do mscontinued,
the payRan must ba awara that abrupt discon-
wnuation of any anticonvulant drugir a respon-
swe eplLpc patant may lead to sezutes Of
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Tegretol” carbumazep, & UL

eves mehw, o b ous w thot e dueatenng
hazawda

The wiorrre 1637t srs most fregquantly ob
suoved port Gt o apenn the ol d phases of
thearapy are duoress diny orss unstead
ness naused  snd vomating Tu rube 20 the
possbabity of [urh reachions the Qi showid be
dislend al 1 I0W GOBLge TRTOC s heidad

The IGIOWING adinnag adve i fusclans have
boean reported

Haemopoictic  System  Aplashic ancitua,
feakopenia apranuiofyloms  vosnophibs
loukoCytosis, oty G va, fitfulad

Huepatic Abnosmaiities i tver luhc ion e s3is and
cholestatie and hegataceth tar jaundice

Gontounnary Syste.n Unnaty trequency, asue
dnnary 1 alon ohguna win eley ted bloog
pressure enal balige azolen,g Gt impntence
Albumirana Gyrosuna tiesated BUN and aue-
105C0F K deposils i the unne Lave a'so boan
tepo tod

Testicular atropty occurred i raty et ea ing
Togrotol orally rom 4 o 57 weoks at dor e
hevels of §0 to 400 mg kg day .0 doas it pro-
dured a hrowmsh disculoralion, precumatly a
metabolite, 1n the unfary bladder Wt dosage
tavels of 50 maky and lwgher Neolevance of
thesa findings t0 humans s u kaJwn

Nervous System Duaress Jowsness dis
turbancas of CooraNativn, Lunius0n hodda he,
fatQue bluried vision  uisyal Nallucimations
transien! diplopia and eculomoloer dinturbanges,
speech disturbances and abnormat in /aluntary
movemeni- penpheral neunts and pares.
thesias, deprassian with agiation, alhatveness.
Aystagmus. tinmitus, and hvperacusis

Thera haye neen reporls of as~oaiatad paralysis
and other symptoms ot corebral arleat insulf
ciency. but the exact relationship of these rean
hons 10 the drug has not been estabinhed

Shin Pruntic and etythemalous rashes, urticana,
Stavens-Jonnson syndrome, photosensitivily
reachons, AiBraLONS N skin pgMentalon, ex
foliat ve dermatitiy, alopecia  diaphoremis
erythema muitiiorme and nodosutn, and aggra:
vation of gisseminated lupus erythernatosus In
certan cases, discontinuation of therapy may be
necessary

Drgestive System Nausea, vomiing gastuc dis-
tress and abdomunal pain diarrhea, constipation,
anorexia, and dryness of the mouth and pharynx,
including glossiis and stomatits

Caranavascular System Congestive rearn fail-
ure. aygravaton of hypertension hypotension,
syncope and collapse edema, primary thiom-
bophlebitis, recurgnta of thrombaphietis, ag-
gravation of caronary artery disease, and
adenppathy or lymphadanr pathy

Soma of the e cartwvasculaer comphications
have tesulted in fataliies Arthylhmias ang A V
block have been reported Myocardial infarction
has Leen assoCiated with other fucychic com.
pounds

Eyes Thera havo been scattered, puntiate, cor-
tcal fens opacdies reported, as weil as con-
juncliviy  Although a ¢irect causal relahonship
nas nol been estabiished, many phencthiazines
and refated drugs have biien shown 10 cause eye

thangas

Musculuskeletal Aching jomts and mysclos, and
feg eramips

Morahats Fever and (Fiis napprupaate an
tdwretic harmone Lendroma has been reported
Allceahinng of thyrond funchon have tbeen o
R I comtiraton therapy widh ottier an
Beunvutsant nedicationy Thyaad funchion tosts
have been (eported to have decreased valuos
with Tegrelof alone

Dosage and Admimistration Monitoning of tilooo
tevels has indreased the ethicacy ang salety of
anticenvulsants 1500 Acionsy Dosage should
be adiustid o it neads nf it micdandual patient
Adow initial daly dusage w'h 3 Qrgtual increase
1s advised As 5000 as adequate conlrol is
achieve, the dosage may be reduced very
Gradually o the muumum eflective leval

Epiepsy (see Indications;

Aduits and children over 12 years of age-Inylal
Orwer lalict 1200 mgy b g on the tist day In
crease graduar'y by anding upto 200 meg ¢ o day
using atid or god redquner undit the LESE re-
sporne s obtaned Dosage shouid genera iy not
exteed 1000 mg daly n children 12 to 15 years of
age, and 1200 mg aaly in pa enls Abrve 15
yeais of age Doces up to 1600 mg daly have
eon uned n 2duits i rare natancus

Maintenance Adjust dosage 10 the mnimum et-
lecive tovel, ucually 4 6 tavlets (B00-1200 mgq)
daily

Children 612 years of age-nitial One-naif tab-
let (100 mg) brd on the first day increase
qraduafly by adrhing 100 mg per day usinga . | d.
or qrd ceganen until the best 1esponse 15 ob-
taned Dosage should generally not exceed
1000 mg

Maintenanco Adjust dosage to the mirymum ef-
fective tevel, usually 2-4 tabiets {4C0-B00 mg)
daity

Combinaton Therapy Tegralol may be used
atone or with other anticonvuisants When added
to exishing anticonvuisant therapy, the drug
should be added gradually while tne other an-
ticonvulsanfs are mamntained o graduaily de-
creased

Tigeminal Neuralg.a (see indications)

Intial Qne-half tablet (100 mg) b1 d on the tust
day for g lo1a! daly dose 0! 200 mg This dany
dose may be increased by up 16 200 mg a day
using incrementis of one-hail lablet every 12

- -hours Only as needed 10 achieve lreedom from
pan Do not exceed 1200 my daly Tablets
should be laken wih meals

Maintenance Controt of pain can be maintained
N MOst patents with 400 mg 1o 800 mg daily
How aver some cases may be maintained on as
ittle as 200 mg daty. whije others may réquire as
much as 1200 mq duny At least once everv 3
monthy throughout ng tisatinent penod, at
tempts shouid be made to requce the duse 10 tha
minimum effective level or even 10 discontinue
the drug

R -
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Tegretol' curbamarcpine USP

Overdosage Sympioms nit Teatment Th sen
cade dizrmess Atavia doowsin.s  Slupoe
Naysaa, vormiling, festiessnoss, aguanton, dis-
onentation, tremor, MivGlufudfy tidvemenls,
opstholonus, abronmal relioxes (<lowed or
hypetactive) nwdnass, nyshigmas fiusning
Cyanasis, unmay fe'enhion  Mygotonsion 2
hypenension may develop Coma may ensie

Laboralory indngs ni: »2'6¢ NLtances of over-
Gu5ag8 have included leukoytosy  redyced
leukocyle count, glycosuna and acetonun,. EEG
may show dysrhylhmias

Featnenr Exponence with cases of accidental
ovaidosayeis hnuted Howaver since the drug s
rolated to the tncyche antdsprewsants, the
freatment recommendanons sugroested for
overdosage wih Tolrar® WMPLAMUNE NYJro-
chiunde, may be he pfut

There 15 no speulic anlidote induced emesis
and ge§tg§_|ﬂdgq argrecommended Vil signs
should g watthed and symptamatc trearment
admirusiered  Parantaral Larbihrates may be
employrd lo treat hypeartabiity . However,
barbiturates should not be used i drugs thatin
bt MONo 1ming oxidase have aisu been takan
by tha patient either in averdosage ot in recent
therapy fwithin one week)

Bartuturates may indur _ respratory depression
parhicutarly in chidren itis therelore agv .ableto
have cquipment avarabie for artficial ventiaton
and resusctaton when barbturates are am.
pioyea

Paraidehyde may be used in chikdron 1o coun-
teract muscular hypenonus without producing
resmratory depression

Geigy

Yhack {crculatony cotanse) $hou 3 bo trea ed
WIh SUAROTiVe e rsutes Suth as intravenos
Huds, oxygen and Cortoslernds
Because of he rewaunuip ol Te
Meyche anhdeprossants it s recommoended hat
e EF L ap monored partculardy n chadren tn
detect any cdhar a:thythmias of condotion de
fects

Treatment of Blood Count Abnormidubas 1t ©w
dence of bone maow depression develops the
following recommendalions are sugyasicd (1)
stop the drug (21 pedarmdaly CBO patelnt and N
reticuloryte counts () do a bone marrow asora- a—
ton and trephine iopay immediarely and regreat —_
with suthcient f"equeny 1o monior recavery

Specal petodc sl hes migol be hekoy! as bt
lows 11 white celt and plateie antibudies, (2,
59Fe—terrokinetic studies () perpheral Pioeog
celt typing (4) cylogeretic studies on manmow
angd penpheral biood. (5§ bone marrow “ufture —
stuaies far colony torming unts (8) hemngintn

slectrophoresss tor A; and F hemogiobin, and (/)

serum tolic actd and b leveis *
A iy acycioped aplastic danemng will rreg 5 e

appiopnate, wtensive momitonng and therag .

tor which specabzed (onsultalion sheuld be

sought

How Supplied Round, white, single-scored tablets
of 200 mg in battias of 100 and 1000. and Umit -
Dose Packages of 100

Dispense in ught container (USP) .=
Printed in U § A, 667104 (7/79) cr949 -
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