Necstlgmine Methylsulphate Fresenlus 2.5mg/1ml Injectlon

Neostigmine Methylsulphate 2.5mg

Description
Aclear and colourless sterile solution in amber glass ampoules.

Composition
Each mlampoule containg 2.5mg of Neostigmine Methylsulphate.

Summary of Pharmacedynamics and Pharmacokinetics

Necstigmina |s a reversible chollnesterasa Inhibltor. I Is a quaternary ammonium
compound and |s absorbed poorly after oral adminlstration. Necstigmine Is
destroyed by plasma esterases. The quatemnary alcohel thus formed and the
parent compounds are excreted in the urine.

Indications
Neostigmine Methylsulphate Fressnius 2.5mg/imil Injection Is Indlcated In the
treatments of

- The sympiomatlc treatment of myasthenla gravis where oral therapy Is
impractical.

- Reverzal of the effects of non-depolarising neuromuscular blocking agents
such as tubocurarine and gallamine.

- Ther gement of post distension, paralytic fleus and urinary
retention, where mechanical obstruction hes been outruled.

Slde Effects/Advorse Reactlon

Side effacts of Neostigmine Methylsulphate are

Salivation, anonexia, nausea and vomiting. Abdominal cramps and diarrhoea may
occur. Musdle gramps, fasciculation and weakness may also ocour.

Warmning/Precautions

Neostigmine should be used with endreme caution In patients who have
undergons recant Intestinal or bladder surgery. YWhen Neocstigmine |s given by
Injection, atropine should always be avallable to counteract any excessive
reactions.

When Neostigmine Methylsulphate injection is used for myasthenia gravis;
absence of clinical improvement may be indicative of overdosage or
underdosage. Overdosage may lead to a cholinergic crisis characterised by
muscle weakness affecting respiration. Increase in the severity of the disease
may lead to myasthenlc crisls also characterised by severe muscle weakness.
Diiferential dlagnosls can be alded by the edrophonium chloride test. If 0,1 mi {1
mg) or at most 0,2 ml (2 mg) of edrophonium chioride Is given Intravenously, a
marked improvement indicates myasthenic crisis. Any other response, whether
equivocal or exacerbation of symptoms, must be considered to be cholinergic in
origin.

Should be used with caution in eldery patients and in patients with pre-endsting
cardlac rhythm disturbancas. As Neostigmine | excrsted malnly by the kidneys,
caution Is advised in cases of Impalred renal function.

Should be used with caution in patients with bradycardia, bronchial asthma,
recent coronary occlusion, epilepsy, hypotension, hyperthyroidism,
Parkingonism, peptic ulceration or vagotonia. Aleo to be used with caution in
patients with myasthenia gravis to avoid provoking a cholinergic crisis with
Increased muscularweakness.

Contraindication

Nooshgmlne Methylsulphate is contraindicated in patients with
Mechanical intestinal or urinary obstruction.

= Inconjunclion with depolarising muscle relaxants, such as suxamethonium.

- During cyclopropane or halothane anaesthesia, although it may be used
after withdrawal of these agents.

- Dilabetes

- Gangrene or peritonitls

- Pregnancy and |actation.

Recommencded Dose and Directions for Use

Neoshgmme Methylsulphaie lnjechons may be administered intramuscularly,
or int When the intravenous route is used,

administration must be byveryslow m;achon

I) Treatmentof myasthenlagravis
Adults:
Doses of 1 to 2.5mg may be given by intramuscular or subcutaneous
injection at intervals during the day when strength is most needed. The total
daily dose is usually in the range of 5 to 20mg, but higher doses may be
required by some patients.

Children:

Neonatal myasthenla can be treated with an Inltlal dose of 0.1 mg
Intramusculary.

Thersafter, the dosage should be titrated individually and is usually in the
range of 0.05 to 0.25mg by injection.

Treatmsnt is rarely needed beyond eight weeks of age.

) Reversal of non-depolarising neuromuscular blocking agents
Adults and Chlldren:
The usual dose Is 0.05 to 0.07mg per kg body welght, given concomitantly
with atropine sulphate, by slow Intravenous Injection over a period of 80
seconds.

Additional neostigmine may be required to restore normal muscle power but
atotal of 5mg for adults and 2.5mg for children should notbe excaeded.

If preferred, the atropine sulphate may bs administered pricr to the
neostigmine.

y Management of post-operative distenslon, paralytic lleus and urinary
retenfion
Adults:
Theusual dose s 0.5to 2.5mg by subcutanecus orintramuscular Injection.

Children:
The usual dose is 0.125 o 1.0 mg by subcutaneous or intframuscular
injection.

Incompatibilitiea

Neostigmine Methyisulphate should not be combined with other aqueous
solutions of medicaments except with water for injection. The injaction should be
freshly prepared and unused pertions should be discarded

Use In Pregnancy and Lactation

The severity of myasthenia gravis often fluctuates considerably during
pragnancy, particular care Is neaded fo avold chollnergle crisls caused by
overdesage. It has been repcried that neonatal myasthenla may follow
administration of lange doses during pregnancy. The amount of Neostigmine
distributed into breast milk is very small but breast-fed infarts need to be
menitored.

Interaction With Other Medicamente/Drug Interactions

Certaln antiblotics such as neomyein, streptomyein and kanamycin have a non-
depolarising blocking action which may accentuate neuromuscular blocl These
agents must be usad with care In conjunction with Neostigmine In patlents with
myasthenia gravis. Prolonged bradycardia has occurred in patients receiving
beta-adrenoceptor blocking agents following administration of Neostigmine.
Some antiamhythmic agents such as quinidine may antaponise Neostigmine
action by interfering with neuromuscular fransmission.

Symptoms and Treatment of Overdose

Symptoms of overdosage Include sweating, lachrymation, watery nasal
discharga, eructatlen, Involuntary defaecation and urnation, flushing, miosls,
conjunctlval congestion, clllary spasm, brow ache, nysiagmus, restlessness,
agitation, fear, excessive dreaming, hallucinations, increased bronchial secrefion
combined with broncheconstriction, bradycardia and hypotension, scattered
fasciculations and eventually severe weakness and paralysis, convulsions and
coma. Paradoxical effects may also occur due to interaction between nicotinic
and muscarinic actions. Accordingly there may be tachycardia and hypertension.

Death may follow due to cardlac amest or central respiratory paralysis and
pulmonary oedema. Tha major symptom of overdosage In myasthenla gravis Is
increased muscular weakness.

Treatment:

Give atropine sulphate 1-2 mg intravencusly, intramuscularly, or subcutaneously
to control the muscarinic effects. The dose may be repaated every 2 - 4 hours as
necessary. Further treatment is symptomatic and supportive.

Preseontation
This Injecticn Is avallable In 1ml ampoules
10 ampoules ars packed into one outer carton.

Storags Conditlon
Protect from light and store below 30*Celsius. Keep out of reach of children.

Shelf Life
The Injections can be usad within 48 months from the date of manufacture If kept
asracommended
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