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{mepivacaine hydrochlaride injection, USP)

Carbocaine® 2% :

with Neo-Cobefrin® 1:20,000 injection
(mepivacaine hydrechiatide and levonardefrin injection, usp)

“Rx only"”
THESE SOLUTIONS ARE INTENDED FOR DENTAL USE ONLY, - . :
DESCRIPTION: CARBOCAINE (mepivacaine hydrochlaride), a tertiary amine used as a logal anesthetlc, is 1-methyl-2', &' - pipecoloxyfidida hyd; rids with the fallawing structural formula:
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1t Is a white, crystailing, odorless powdar soiuble in watar, but very resistant to both acid and alkaline hydrolysis. .
NEQ-COBEFRIN, a sympathomimetic amine usad asa in local h lutlon, is {-)-a-(1-Ami yl)-3, 4-dihydroxybenzyl alcohal with the following structural farmula:

Ho CH— CHCH,
CoHy3NO, 183.21
HO OH NH,
itis a white or bufi-colared crystafiine solld, freely solubie in aqueous solutloas of mineral aclds, but practically Insoluble In water,

BENTAL CARTRIDGES MAY NOT BE AUTDGLAVED.
CARBOCAINE 3% njection and CARBOCAINE 2% with NEQ-COBEFRIN 1:20,000 Injection are sterile saluti for Injscti

GOMPOSITION CARTRIDGE

Each mL cantains; 2% 3%
Mapivacaine Hydrachiorida n 20 mg 30 mg
Levanordafrin l;as the base) 0.05mg -
Sodium Chiaride 4 mg 3 mg
Sodium Bisulfita 1 mg -
Watar For Injection, gs.ad. - 1 ml 1 m

The pH of the 2% cartridge salutlon s adjustad betwaen 3.3 and 5.5 with NaOH or HCJ.

The pH aof the 3% cartridge salution Is adjustad betwaen 4.5 and 6.8 with NaOH or HEl,
CLINICAL PHARMACOLOGY: .

CARBOCAINE stabillzes the | membrane and prevents the Initiation and transmission of nerve Impulses, thereby effecting lacal anesthasia, :

CARBOCAINE Is rapldly metaholized, with only a smalt parcentage of tha anesthetic (5 to 10 percent) belng excratad unchanged in the urine, Mepivacaine because of its amide structura, is not
detoxiled by the circulating plasma ssterases. The liver [s tha principal sits of malabolism, with over 50 percent of the administered dose being excreted into the bile as malaboiites. Most of the
metabalized mepl Is prohably bed In the Intestine and then sxcrated Into the urine since only a small percentage Is found in the feces. The rincipal route of excration Is via the ¥ldney.
Most of the anesthellc and [ts metaboiites ars eliminated within 30 hours. It has been shown that hydroxylation and N-demethylation, which are dewxl&auon reactions, play important roles in tha
matabolism of the anssthetic. Thres matabalites of meplvacalng have besn idantiffad from aduit humans: twa phanals, which are excretad almost exclusively as thair glucuronide conjugates, and the
N-demethylated compound {2', §'- pipecoloxylidide). . . R )

The onset of action Is rapld 830 to 120 sacands in the upper aw; 1 ta 4 minutes in the lowar faw) and CARBOCAINE 3% without vasoconstrictor wil ardinarlly provide operating anesthesta of 20
minutes In the upper faw and 49 minutss in the lowar Jaw. .
: CA;;HGBAINE 2% willh NEO-COBEFRIN 120,000 provid thesfa of longar duration for more prolonged procaduras, 1 hour 1o 2.5 hours in the upper Jaw and 2.5 hours to 5.5 hours in the
awer jaw. i .

CARBQCAINE does aot erdinarily producs Irritation or tissue damaga,

NEO-COBEFRIN is 3 sympathomimetic amine used as 4 vasoconstrictor In focal anesthatic solutions. It has pharmagelogle activity similar ta that of Epinephiine but it is mare stable than Epinephrine,

In equat cancentrations, NEO-COBEFAIN is less potent than Epinaphrine in ralsing blood pressure, and as a vasocanstrictor,
INQICATIONS AND USAGE: )
CARBOCAINE s Indicated for praduction of local anesthesta for dental procedures by Inflitration ar asrve block in adults and pedialric patients.
CONTRAINDICATIONS:
CARBOCAINE Is contralndicatad [n patiants with a known hypersensitivity to amide typa focal anasthatics.
WARNINGS: :
RESUSCITATIVE EQUIPMENT AND DRUGS SHOULD BE IMMEDIATELY AVAILABLE. (See ADVERSE REACTIONS).
Reactions rasulting [a fatality have occurred an rare occasions with ths uss of focal anssthetics, aven in the absence of a histary of hyper-sansitlvity.

Falalltles may occur with uss of local anesthatics in the head.and neck reglon as the result of fetrograde arterlal flaw to vital CNS araas aven when maximum recommended doses are obssrved.
The practitioner should be alert to aarly evidence of alteration in senserium or vital signs.

The solution which contains 2 vasoconstrictar should ba used with extreme caulion for patlents whose medical history and physlcal evaluation suggest tha ex| of hypertension, arterloscleratic
heart diseass, cerabral vascular.insufiiclency, heart block, thyrotoxicosis and diabates, stc. :

CARBOCAINE 2% with NEO-COBEFRIN 1:20,000 Injaction {meplvacaing hydrachioride and | Injection, USP) contalns sadium bisulfite, a sulflte that may cause allergic-type reactions
including anaphylactic symptams and life-threataning or lass severe asthmatic eplsades in cerfain suscaptitfe people, The ovarall pravalanca of sulfite sensitivity in the qenerallrupulaﬁun Is unknown
and prabably low. Suifita seasitivity is saan more fraquanily in asthmatic than tn fon-asthmatic people, CARBOCAINE 3% injection (mepi hydrochloride infaction, USP) Is SULFITE FREE.
PRECAUTIONS: -

The safely and effectivaness of mepivacaing depend upon proper dosage, corract techani que, ad lons, and readiness for i

The lowest dose that results In effective anesthesia should ba used to avald high plasma favels and poss;bla adverse alfects. Injection of repeated doses of mepivacaing may cause significant Increases
In blaod levels with each repeated dose dus to siow accumufalion of tha drisg or its matabolltes, or dus to slower matabolic dagradation than normal, )

tzg"'mss':mca varies with the status of tha patient, Debilitated, elderly patfants, acutely i patients, and pediatric patlents should be given raduced doses cammensurate with their weight and physlcal
status,

Meplvacaine should be used with caution in patlents with a history of ssvere disturbances of cardlac thythm or heart block,
v Aéch%cr}é?‘éﬁ: %g.ULD ALWAYS BE MADE SLOWLY WITH ASPIRATION TO AVOID INTRAVASCULAR INJECTION AND THEREFORE SYSTEMIC REACTION T BQTH LOCAL ANESTHETIC AND
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if sedatives are employad to raduce paﬂenmprehenslon. use reduced doses, sincs fogal anesthetlc agents, ke sedativas, are caniral narvous system depressants which In combination may have
an additive effect. Young pediatric patlents should be given minimal doses of aach agent. Changes in sensarium such as excltation, disarfentation of drowsiness may be early Indications of a high
bload lavel of the drug and may oceur following inadh Intravascular admini of mepivaczine, Local hetic procedures should be used with caution when there is
inflammation and/or sapsls in the region of the proposed injection.

Information for Patiestts: The patiant should be cautioned against loss of sensation and possibility of biting trauma should the patlant attempt to ¢at or chew gum prior to retum of sansation,

Clinically Significant Drug Intaractions: The adminisiration of local anesthatic solutions inlng P , such as La defrin, Eplnephring or Norspinephrine, to patlents receiving tricyclic
antldeprassants or manoamine oxidase Inhibitars may produce severe, prolonged hypertension. Concurrent use of thess agents shautd genarally be avolded. in situations when concursent therapy is
nacessary, carsful patient monltoring Is essantlal, .

‘Cancurrant administration of vasopressor drugs and.of ergot-type oxytacic drugs may cause sevara, persl fhypartension or cereb K idents. Phenothlazines and butyraphenones
may reduce or reverse the prassor effect of Epinephrina. Solutions containing a vasoconstrictor should be ysed cautiously In tts presenca of diseass which may adversely affect the patisnts cardlovascular
system. Serious cardlac arrhythmias may occur if praparations containing a vasogonstrictar are smployed in patlents during o following the administration of potent Inhatation anasthstics.

MEPIVACAINE SHOULD BE USED WITH CAUTION IN PATIENTS WITH KNOWN DAUG ALLERGIES AND SENSITIVITIES. A tharough histary of the patlent's prior expsrianca with mepivacaing or
ather focal anesthetics as well as cancomitant or regant drug use should be takaen (see CONTRAINDICATIONS), Patlents allergic to mathylparaben or gara-aminab: acld derivatives (procaine,
tetracalne, benzocaina, stc.) have nat shown crass-sensitivity to agents of the amide type such as mapivacaine. Since mepivacaine Is metaholized in tha livar and excretad by the kdneys, it shoutd be
used cautiously in patients with fivar and renaf dissasa, :

Carcly s, Mutagenesls, Imp of Fartility: Studlas of meplivacaine In animals to avaiuate the carclnogenic and mutagenic potential or the effect of fertllity have not bean canductad,

Pregnancy Category C: Antmal regroduction $tudies have nat biaen conducted with this solution. It Is also not known whathar this solution can cause fetal harm whan administered to a pragnant
waman or can affact repraductiva capacity. This should be given to a pregnant woman only if claarly needed. :

Mirslnu Mathars: It Is not knawn whather this drug is axcreted in human milk. Because many drugs are excratad fn human milk, caution shauld be exercised when this solution is administared to
a nursing woman,

Pedlalric Use: Graat care must be sxerclsed in adhering to safe cancentrations and dosages for pedodantic administration (see DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS: .

Systemic adverse reactions fnvolving the central narvous system and the cardlovascular systsm usually result from high plasma lvels due to excessiva dosags, rapid absarption, or inadvertant
Intravascular infsctlon. ’

A small number of reactions may rasuft from hypersensitivily, idlosy y or diminished toi to normal dosage an the part of the patient.

Reactions invaiving the central nervous Systemire characterized by excitation and/or deprassion. Nervausness, dizziness, biumred vislan, or tremors may aecur fol A 3
unconsclousnass, and possible respiralory arrast. Sinca excllemant may be transient or absent, the first manifestations may be drowslness marging lato unconsclousness and respiratary arvest.

Cardlovasctlar reactions are depressant. They may be the result of dicact drug effact or mare commonly In dental practics, the result of vasovagal rsaction; garﬁwlaﬂy I the patient is In the sitting
position. Fallura to recognize premonitary signs such as swaating, feeling of falntness, changss In uise ar sansorium may result In progressiva carabral hypoxta and seizure or serlous cardiovascular
catastrophs. Managament consists of piacing tha patient in the recumbant pasitlon and adminisiration of oxygen, Vasoactive drugs such as Ephedrine or Methoxaming may ba administerad intravenously,

Allergic reactlons are rara and may acour as a rasult of sensitlvity to tha local anesthetic and are characterized by culaneous lasions of delayad onset or urticaria, edema and other manilestations
of aflergy. The detectfon of sensitivity by skin testing s of imiled value, As with other local hetics, anaphy reactions to CARBOCAINE have occurrad rarely, The reaction may be abrupt and
savere and fs not usually dose ralated, Localized puffiness and swelling may occur, .

QVERDOSAGE:

. Treatmant of a patient with taxic manifestations of ing and Ining a patient airway and supparting ventilation (respiration} as raquired. This usually will be sufficient In the
management of mast reactions. Should a convulsian persist daspita ventilatary tharapy, small incremants of anticonvulsive agents may be given Intravenously, such as banzodlazephine (e.g., diazepam)
or ultrashamacun? barbituratss {e.g., thiopantal or thiamylal) or short-acting barbiturates (e.0., pentobarbital or secabarbitai). Cardiovascular depressian may reqiire clrculatory assistance with
Intravenous fluids and/or vasoprasser (e.q., Ephedrine) as dictated by the clinical situation. Allerglc rsactlons shouid he managed by conventional means.

v ﬁa‘sc LDgq's In mice for CARBOCAINE 3% ars 33 and 258 mg/kg respectively. The acute IV and SC LDs5g's in mice for CARBOCAINE 2% with NEO-COBEFRIN 1:20,000 are 30 and 184 my/kg
respectivaly.

DASAGE AND ADMINISTRATION;

As with all focal anesthatics, the dosa varles and dapends upon the area to ba anasthetized, the vascularity of the tissues, Individual tol and the technique of thasta. The fowast dose
neaded 10 provida effactive anesthasia shauld be administered. For spacific techniques and procedures refer to standard dental manuals and texthaaks. Far infiltration and block injsctions in the upper
ar fower Jaw, the average dose of 1 cartridge wilt usually suffice, Ech cartridga contalns 1.8 mL (36 mg of 2% or 54 mg of 3%). Five cartridges (180 mg of the 2% solution or 270 mg of tha 3%
solution) are usually adaquata to affect anesthesia of the antire aral cavity, Whenavar a larger dose sesms to be y for an ive procedure, the maxi dose should be calculated according
fo the patient’s waight. A dose of up to 3 mg per pound of bady welght may be administerad. At any single dantal sitting the total dose for all injected sites should not oxcaad 400 mg In aduits,

The maximum pediatsic dose should ba carafully caloulated.

Maximum dose for Pediatric Patient =

1 or rapid ab

Pedlatric Patient's Walght {ibs) Maxi Recommendad Dese
150 for Aduits (400 mg})
The following table, approximating these calculations, may afso be used as a gulda.
Maximum Allowable Dosage
3% Meplvacaine 2% Mepivacaing
{Plain) 1:20,000 L
Jmohb 3 mgAb
{270 mg max.) (180 mg. max.)
Weight - Number of Nuraber of
(1) Mg Cartridges Mg Cartridges
20 60 1.1 60 1.6
30 90 1.7 90 25
40 120 2.2 120 - 33
50 150 28 150 42
60 180 33 180 540
80 240 44 180 © 50
100 270 5.0 180 5.0
120 27 50 180 5.0
Adapted from Malamed, Stanley F. Hand of medical ls in the dental offics, ad. 2, St, Louls, 1982. The C.V, Mosby Ca.

Whsn using CARBGCAINE for infiitratian or raglonal tlock anesthesla, injection should always be mads slowly and with {raquent aspiration.

Any unused partion of a cartridge should be discarded.

Parenteral drug products should be Inspectad visually for particulate matter and discoloratian prior to administration, wh solution and contalner permit,

DISINFECTION OF CARTRIDGES: .

As In the case of any cartridge, the dlaphragm shauld be disinfacted before nesdla puncture. The dlaphragm should be thoraughly swabbed with elther pura 91% Iso ropyl alcaho! or 70% ethy
alcohol, USP, just prior to use, Many f y avaliable alcohot solutions contain &gred(ams whinhpau Fnludous to contall ok p s and therat p shnuid. notpba ':zysad. Cartddges should
not bie immersed in any sofutlon.

HOW SuPPLIED:

GARBQCAINE 3% injection; émapivamlns Rydracholorida ln;emion, USP) 1.8 mL dental cartridges, 50 per carton. CARBOGAINE 2% with NEG-COBEFRIN 1:20,000 Injection; (mepivacaine hydrochloride
and Levanordefrin Injection, U P} 1.8 mL dantal cartridges, 50 per carton. Bath salutions should ba stored at controfled room temperature, batwaen 15°C and zé-c 53°F and 77°) X
flight The 2% solution shauld not ba used if fis color s pinklsh a? darker than slightly yellow or it contalns a precipitate. P . 6 . Pl Protct from

(nuuk-ﬁaim) | |
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Manufactured for .
EASTMAN KODAK COMPANY by Cook-Walts Is a tradsmark of Eastman Kadak Company.
Novacal Pharmacautical of Canada, inc. Carbocaine and Neo-Cobefrin are trademarks of

- Cambridge, Ontaria, Canada N1R 6X3 . Hosplra, Inc. used under license.
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