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Chemical formula : - c,'5H22N20 HC -

White crystalline powder, freely soluble in water and in alcohol, very slightly
soiuble in dichloromethane.

Mepivacatne hydrochloride-is a local anaesthetm and is & racemic mixture,

QUALITATIVE AND OUANTfTATIVE COMPOSITION
ATO. MEPWACAINE 3%
C_artrfdge' 22mh
At singredients ’

Mepivacaine hydrochloride «.....ioeoieoimm e i 66 “mg
Other ingredlents : ]

Sodium chloride ... ‘13.2mg
Sedium hydroxide solution - - [for pH adjustment)
Water for injections g.8: i il e 2 2 mL

Far single patient use only,
Contains no anti-microbial agent.
Discard unused contents after use.

) ) PHARMACOLOGY

Pharmacbdynamics’ ) o
Mepivacaine is a local anaesthetic of the amide type. It stabilises the néuronal
membrane by decreasing its’perineabliity to sodium ions and reversibly blocks
the initiation and conductlon of nerve impulses thereby producmg local
anaesthesia.

The cnset — considered as rapld - and duration of anaesthesia (2 to:3 hours)
depend on the route of administration and the dosage (volume &
concentratlon] employed. )

Pharmacokinetics

Absorption:

information derived from diverse formuiatlons concentrations and usages
reveais that Mepivacaine is completely abscrbed foliowing parentera!
administration. Its rate of absorption depends for example, updn’various
factors such-as the site of administration and the presence or. absence ofa
vasoronstrictor agent.

EY for intravascular administration, the highest blood }evels are obtalned
fon..ving Intercostal nerve block and the towest after subcutanegus
administration.

Distribution:

Mepivacaine is highly bound to plasma protem The plasma halflife has been
reported to be about 2 to 3 hours in the adult. Mepivacaine crosses the blood-
brain and placental barriers, presumably by passive diffusion.

The degree of plasma protein binding in the foetus is less than that of the
mother, The free Mépivacaine concentration will be the same. Consequently,
the total plasma concentration in the foetus wilt be greater than i m the mother
Metabollsm:

Mepivacaine is rapldly metabolised by the liver,

Excretion:

Less than 10% of a dose of Mepivacaine is reported to be excreted unchanged
in the urine.

Several metabolites are also excreted via kidneys, including giucuronide
corjugates of hydroxy compounds and an N-demethylated compound, 2,6
pipacoloxylidide.

Over 50% of a dose of Meplvacaine is excreted as metabolites into the bile but
thiese ‘probably undergo enterokepatic circulation as only small amounts are

excreted in the faeces.
INDICATIONS

ATO MEPIVACA!NE 3% is indicated for the production of local anaesthesia in
routine dental procedures and oral surgery by means of infiltration and nerve
block techniques.
L CONTRAINDICATIONS
These include :
a} contralndications to Mepivacaine {ATO MEPIVACAINE 3%) :

- specific allergies to Mepivacaine or to othiér anaesttietics of amide type,

- aliergies of cross type Procaine — Mepivacaine.

0g/08 - 0562 517 50 00

b} injection by intravenous route is strictly contra-indicated ]
c) inflammation or sepsis in the region of the proposed injection
d) hypersensitivity to any other component of ATO MEPIVACAINE 3%

@] patients receiving monoamine oxidase inhibitors {or who have received such
an agent within two weeks) or tricyclic antidepressants,

f) patients in whom there is a possibility that general anaesthesia might be
required to complete the procedure. .

PRECAUTIONS

General precautions :

- WHEN ANY LOCAL ANAESTHETIC AGENT IS USED, RESUSCITATIVE
EQUIPMENT AND DRUGS, INCLUDING OXYGEN, SHOULD BE
IMMEDIATELY AVAILABLE IN ORDER TG MANAGE POSSIBLE ADVERSE
REACTIONS INVOLVING THE CARDIOVASCULAR, RESPIRATORY OR
CENTRAL NERVQUS SYSTEMS. Because of the possmlhty of hypotension
and bradycardia foliéwing maijor blocks, an IV cannula should be inserted
before the local anaesthetic is injected. Delay in proper management of
dose-related toxicity, under ventilation from any cause and/or aljered
sensitivity may iead to the development of acidosis, cardiac arrest and death.

- INJECTION SHOULD ALWAYS BE MADE SLOWLY WITH FREQUENT
ASPIRATIONS TO AVOID INADVERTENT INTRAVASCULAR INJECTION,
WHICH CAN PRODUCE CEREBRAL SYMPTOMS EVEN AT LOW DOSES.

- Note, that the absence of bloed in the syringe does not assure that
intravascular injection will ke avoided. There sheuld be careful monitoring of
cardigvascular and respiratory vital signs after each injection.

- Intra-vascular injection is strictly contra-indicated. An accidental injectlon
into a blood vessel may be associated with systemic adverse effects due to
the circulating levels of mepivacaine. Therefore, it Is imperative to ensure
that the needie being used for the injection dees not go into a vessei,

Since amide-type local anaesthetics are also metabolised by the liver and
excreted via kidneys, and ATC MEPIVACAINE 3% should be used with
caution in patients with hepatic or renal disease. Patients with severe
hepatlc disease or renal impairment, because of their inability to metabolise
or excrete local anaesthetics normally, are at greater risk of developing
toxic plasma concentration.

Many drugs used during the conduct of anaesthesia are cosidered potential
triggering agents for familial malignant hyperthermia, since it is not known
whether amide-type local anaesthetics may trigger this reaction, and since
the need for supplemental general anaesthesia cannot be predicted in advance,
it is suggested that a standard protceol for management should be availabla.

Use with caution in the followlng circumstances :

- local anaesthetic procedures should be used with caution whan there is
inflammation and/or sepsis in the region of proposed injection.

- the lowest dosage that results in effective anaesthesia should be used to
avoid high plasma fevels and serious adverse effects. Repeated doses may
cause slgnificant increases in blood levels with each repeated dose due to
slow accumulation of the drug or its metabolites. However, this Is unlikely to
occur at the doses normally used in dentistry. Tolerance to elevated blood
levels varies with the status of the patient. Debllitated, elderly patients,
acutely iil patients and children should he given reduced doses
commensurate with their age and physical cordition,

- Mepivacaine should be used with caution In patients with epilepsy,
bradycardla, digitalis intoxication, severe shock or heart block. Mepivacaine
should also be used with caution in patients with impaired cardicvascular
function as they may be less able to compensate for functional changes
associated with prolongation of AV conduction produced by the drug. in
patients with Stoke-Adams syndrame or Wolff-Parkinson-White syndrome
care should be taken to avoid accidental arteric-venous injection.

The patient should be advised to exert caution to avold Inadvertent trauma

to the lips, tongue, check mucosa or soft palate when these structures are

anaesthetised. Eating and drinking hot liguids should therefore be
postponed until normal function returns.

- Inadvertent intravascular injection of small doses of Mepivacaine injected
into the head or neck area, including retrobulbar, dental and steliate
injection blocks, may produce adverse effects similar to systemic toxicity
seen with unintentional intravascular injection of farger doses.

- Mepivacaine should be used with caution in patients with hepatic or renal

disease, since amide-type local anaesthetics are metabolised by the liver and

excreted via kidneys. Patients with hepatic or renal Impairment, because of
their inability to metabolise or excrete local anaesthetics normally. are at
greater risk of developing toxic plasma concentrations.

Mepivacaine should he used with caution in persons with known drug

sensitivities. Patlents allergic to para-aminobenzoic acid

derivatives {procaine, benzocaine, etc) have not shown cross

sensitivity to Mepivacaine. ——

The safety and effectiveness of Mepivacaine depend on the ——
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proper dosage, correct technique and adequate precautions. ==
L
—

Standard textbooks should be consujted regarding specific
techniques and precautions for various anaesthetic procedures,

Carcinogenicity and mutagenicity: =
Studies of Mepivacaine in animals to evaiuate the carcinogenic m——n
and mutagenic potential or the effect on fertility have not been =
conducted. _—
Use in pregnancy {category A — Drugs which have been taken by =
a large number of pregnant women and women of childbearing —

age without any proven increase in the frequency of
malformations or other direct or indirect harmful effects on the
fetus having been cbserved.):

The safe use of Mepivacaine during pregnancy has not been
established. Mepivacaine has however been used extensively
for dental procedure during pregnancy with no proven increase




in frequency of malfermations or of harmfui effects to mother ot foetus,

Usetin lactation: : -
Itis qot known whether meplvacame ar |ts metabohtes appear
In bre?t milk.

Therefore the use of ATO MEP[VACAINE 3% is. not

€ —— . recommended during lactation,
O — Effects on the ability to drive.or operate mach]nery'

T— Depending on the dosage, or if given inadverteatly
S= intravenously, local anaesthetics may have a mild effect on
U1—— mental function and may temporarl!y zmpalr Iocomotion ahd
hNy——— ¢oordination. '

;m . Interactions with other mediclnes
o—— 'ATO MEPIVACAINE 3% should be admzmstered with cautmn to
(o)} patients under the following treatments; -

o Em— - Anti-arrhythmic agents (e.g: procainamids, - mex:l|tine,
I disopyramide) : Mepivacaine may increase their effects.
+ .~ Skeletal muscle relaxant {suxamethonium) : combination with
Mepivacaine may lead to excesslve nedro-muscular block,

"~ Cimetidine: increased serum levets of Méplvacaine have been
reported’ after concurrent crmetn:lme and Mep:vacalne
administration.

Amlodarane: combination with Mepwacaine may reduce the clearance of
Meplvacaine and seizures, sinus bradycardia and-a long sinoatrial arrest have
been reported. Patients receiving the combination should be carefufly:monitored.
Phenytoin and othet antiepileptic drugs such as phenobarbitone; primldone
and carbamazepline appear to enhance the metabolism of Mepivacaine but
- the significance of this is not Known. Phenytom and Mepwacaine Have
additive cardiac depressant-effects.

Structurally related [ocal-anaesthetics | Mepivacaine shtoufd: be used with
‘caution In patients recéiving agénts structurally related tc local anaesthetics.
Beta adrenoreceptor antagonists: Propranclol and meteprolol reduce the
- -stabolism -of intravenous Mepivacaine, It is possibie that this effect may

J-occur with other beta-adrenoreceptor antagonists. If these drugs are

used concurrently then the patient should be closely observed for the signs
of Mepivacaine toxicity.

Effect on laboratory tests:

The intramuscular injection of Meplvacalne may result in an increase in créatine
phosphokinase levels. Thus, the use of thié enzyme determlnat;on without
isoenzyme' separation, as a diagnostic test for the presence of acute myocardial
infarction may be cumpromlsed by the intramuscular injection of: Mepivacame

. ADVERSE EFFECTS
Common reactions (2 1% and < 10%) :
Excluding post procedural dental pain, Incal reactions at the ln;ectlon 5|te are
the most common adverse events: infectlon, gingivitis, pain and uedema
Headache, paresthe5|a and hyperaesthesia are also reported after use of
anaesthetic injections during dental procedures.
Uncommon (= 0.1% and <1%) :
Serious adverse experiences foliowing the adm:mstratmn of Mepivacalne are
similar in nature to those observed with other amide local anaesthetic-agents,
These adverse experiences are, In general, dose-related and may result from
high plasmia levels caused: by excessive dosage, rapid absorption, unintended
intravascular injection or may result from hypersensitivity, idiosyncrasy or diminished
toierance on the part of the patient. Serious adverse experiences are general y systemic
in nature, The following types are those most commenly reported .
Central nervous system IR
CNS$ manifestations are excitatory and/or depressant and may be characterlsed
by lightheadedness, nervousness, apprehension, euphoria, confusion, dizziness,
dr~iness, tinnitus, blurred or double vision, vomiting, sénsations of heat,
ce. i numbness; agitation, difficulty in swaliowlng and slurred speech,
twitching, tremors, convulsions, unconsclousness, respiratery depressaon and
arrest wiich are less commaon.
The excitatory manifestations may be very brief or may not oceur -at. aII in
which case the first manifestation of toxicity may be drowsiness merglng into
unconscicusness and respiratory arrest.
Drowsiness following the administration of Meplvacame is usually an early sign
of a high blood level of the drug and may QcCur as a consequence of rapid
abserption. .
Cardicvascular system '
Cardiovaséular manifestations are usiially depressant and are characterised by
bradycardia, hypotension, and cardiovascular co%lapse which” may lead to
cardiac arrest.
Signs and symptoms of depressed cardlovascular function may commonly
result fram a vasovagal reaction, particularly if the patient'is in an upright
position.
Less commonly, they may result from a direct effect of the drug. Failure to
recognize the premonitory signs such as sweating, a feeling of faintness,
changes in pulse or sensorium may result in progressive cerebral hypoxia and
selzuré or serious cardiovascular catastrophe. Management consists of placing
the patient in the recumbent position and ventilation with oxygen. Supportive
treatment of circulatory depression may require the administration of
intravenous fluids and, when appropriate, a vasopressor (e.g, ep?xedrme) as
directed by the clinical situation. :
Allergic reactions v
Allergic reactions are characterised by cutaneous lesions, urtlcarla oedema or
anaphylactoid reactions, Allergic reactions as a result of sensitivity to
Mepivacaine are extremely rare and, if they occur, should be managed: by
conventional means. The detection of sensitivity by skin testing is of doubtful vaiue:
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DOSAGE AND ADMINISTRATION
One ar more cartridges should be used 6n a single patient on one cccasion
only during gach session of treatment. If only a portion of a cartridge is used,
the remainder must be discarded.
The lowest dosage that results in effective anaesthesia for the pIanned
treatment should be used.
The dosage will depend upon the area of the oral cavity to be anaesthetlsed
the vascularity of the oral tissues and the technique of anaesthesia,
Toxic doses vary widely between patients and toxic effects may oceur after any
local anaesthetic procedure.
Careful observation of the patient must be malntained after admmlstratmn of
the local anaesthetic.

ATO MEPIVACAINE 3% :

Adults ; a single cartridge (2.2 mL) is generally sufﬂclent Do not exceed three
cartridges (6.6 mL).

: usual dosage one cartridge (2 2 mL]
Do not exceed 2 cartridges {4.4 mL) in general cases.
Children between 6 and |4 years : usuat dose is 1,35 ml. Do nat exceed 2. ¥mL in
usual cases,
Children between 3 and 6 years.; do not exceed maximum recommaended dose
of 1.8 mL.
mmwmmmmmm
The product is injected either [ocally or in the vicinity of a dental nervous trunk.
The safe dose for people with acute or chronic disease may be substantially
less than that for healthy individuals.

QVERDOQSE
Most systemic reactions to local anaesthetics are from overdose and in
dentistry would most frequently be caused by accidental intravascular injection
[for symptoms, see Adverse Reacttons). ]
If unusual reactions develop resuscitative and/or supportive measures should
be started promptly.
Treatment of overdose :
Contact the Poisons Information Centre (Australia 13 11 26, New Zealand
0800 764 766)
For ail symptoms : If acute toxicity occurs the injection shouid be stopped
immediately. A patent airway should be éstablished and maintained, oxygen
should be administered, and assisted or contrelled ventilation should be
provided as required.
Circulatory collapse: toxic cardiovascular reactions can include peripheral
vasodilation, hypotension, bradycardia and cardiac arrest. Immediately
resuscitate with oxygen and commence cardtovascular resusmtatlon
procedures as appropriate,
Convuisions : Appropriate medication for the management of convulsrons
should be:used. If not treated immediately, both convulsions and
cardiovascular depression may result in hypoxia, acidosis, bradycardia,
arrhythmia and cardiac arrest.
Supportive treatment should he given; standard cardiopulmonary
resuscitative therapy, including respiratory support may be required to
counter adverse effects on the cardiovascular and/or respiratory systems
and to control convulsions. There is no specific antidote,

- PRESENTATION AND STORAGE CONDITIONS
ATO MEPIVACAINE 3% INJECTION
Box -containing 5 blister trays of 10 x 2.2 ml {glass cartridge] with
rubber closure
AUST R 150494
Store below 250 € ~ Protect from light.
SPONSOR
Specialites Septodont T/A ATO Zizine
14 Cliffbrook C_rescent, EMU PLAINS, NSW 2750, Australia
Polson scheduls : 54 Prescription Only Medicine
TGA Approval : .
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