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administered to a pregnant woman or can affect repro-
ductive capacity. Prostigmin should be given to a preg-
nant woman only if clearly needed.

Nonteratogenic Effects: Anticholinesterase drugs may
cause uterineirritability and induce premature labor when
given intravenously to pregnant women near term.

Nursing Mothers: It is not known whether Prostigmin is
excretedinhuman milk. Because many drugs are excreted
in human milk and because of the potential for serious
adverse reactions from Prostigmin in nursing infants, a
decision should be made whether to discontinue nursing

or to discontinue the drug, taking into account the impor-
tance of the drug to the mother.

Pediatric Use: Safety and effectiveness in children have
not been established.

ADVERSE REACTIONS: Side effects are generally due
to an exaggeration of pharmacological effects of which
salivation and fasciculation are the most common. Bowel
cramps and diarrhea may also occur.

The following additional adverse reactions have been
reported following the use of either neostigmine bromide
or neostigmine methylsultate:

Allergic: Allergic reactions and anaphylaxis.

Neurologic: Dizziness, convulsions, loss of conscious-
ness, drowsiness, headache, dysarthria, miosis and visual
changes.

Cardiovascular: Cardiac arrhythmias (including brady-
cardia, tachycardia, A-V block and nodal rhythm) and
nonspecific EKG changes have been reported, as well
as cardiac arrest, syncope and hypotension. These
have been predominantly noted following the use of the
injectable form of Prostigmin.

Respiratory: Increased oral, pharyngeal and brochial
secretions, and dyspnea. Respiratory depression, res-
piratory arrest and bronchospasm have been reported
following the use of the injectable form of Prostigmin.

Dermatologic: Rash and urticaria.

Gastrointestinal: Nausea, emesis, flatulence and
increased peristalsis.

Genitourinary: Urinary frequency.
Musculoskeletal: Muscle cramps and spasms, arthralgia.
Miscellaneous: Diaphoresis, flushing and weakness.

OVERDOSAGE: Overdosage of Prostigmin can cause
cholinergic crisis, which is characterized by increasing
muscle weakness, and through involvement of the mus-
cles of respiration, may result in death. Myasthenic cri-
sis, due to an increase in the severity of the disease, is
also accompanied by extreme muscle weakness and
may be difficult to distinguish from cholinergic crisis on
a symptomatic basis. However, such differentiation is
extremely important because increases in the dose of
Prostigmin or other drugs in this class, in the presence
of cholinergic crisis or of a refractory or “insensitive” state,
could have grave consequences. The two types of crises

may be differentiated by the use of Tensilon® (edrophonium
chioride) as well as by clinical judgment.

Treatment of the two conditions differs radically. Whereas
the presence of myasthenic crisis requires more inten-
sive anticholinesterase therapy, cholinergic crisis calls
for the prompt withdrawal of all drugs of this type. The
immediate use of atropine in cholinergic crisis is also
recommended.

Atropine may also be used to abolish or minimize gas-
trointestinal side effects or other muscarinic reactions:
but such use, by masking signs of overdosage, can lead

to inadvertent induction of cholinergic crisis.

The LDg of neostigmine methylsulfate in mice is 0.3+0.02
mg/kg intravenously, 0.54+0.03 mg/kg subcutaneously,
and 0.395+0.025 mg/kg intramuscularly; in rats the LDgg
is 0.315+0.019 mg/kg intravenously, 0.445+0.032 mg/kg
subcutaneously, and 0.423+0.032 mg/kg intramuscularly.

DOSAGE AND ADMINISTRATION: The onset of action
of Prostigmin given orally is slower than when given par-
enterally, butthe duration of actionis longer and the inten-
sity of action more uniform. Dosage requirements for opti-
mal results vary from 15 mg to 375 mg per day. In some

instances it may be necessary to exceed these dosages,
but the possibility of cholinergic crisis must be recog-
nized. The average dose is 10 tablets (150 mg) admin-
istered over a 24-hour period. The interval between doses
is of paramountimportance. The dosage schedule should
be adjusted for each patient and changed as the need
arises. Frequently, therapy is required day and night. Larger
portions of the total daily dose may be given at times
whenthe patientis more prone to fatigue (afternoon, meal-
times, etc.). The patient should be encouraged to keep
a daily record of his or her condition to assist the physi-
cian in determining an optimal therapeutic regimen.

HOW SUPPLIED: Scored, white tablets contain-
ing 15 mg neostigmine bromide — bottles of 100
(NDC 0187-3100-10). Imprint on tablets: (tront)
PROSTIGMIN 15; (back) ICN.

ICN Pharmaceuticals, Inc.

ICN Plaza

3300 Hyland Avenue

Costa Mesa, CA 92626

(714) 545-0100 Rev. 11/98

DRUGS-ABOUT.CO



	
	

