Proposed Professional Information for ATROPINE SULPHATE FRESENIUS

SCHEDULING STATUS

1 NAME OF THE MEDICINE
ATROPINE SULPHATE 0,5 mg/1 ml FRESENIUS
ATROPINE SULPHATE 1,0 mg/1 ml FRESENIUS

Solution for injection.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ml contains 0,5 mg or 1,0 mg atropine sulphate.
Sugar free.

For a full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM
Solution for injection.

ATROPINE SULPHATE FRESENIUS injection is a clear colourless solution.

4 CLINICAL PARTICULARS
4.1  Therapeutic indications
ATROPINE SULPHATE FRESENIUS is used for its parasympatholytic effects.
o Peri-operatively: to counteract the vagal effects that may frequently occur during
anaesthesia.
e ATROPINE SULPHATE FRESENIUS is commonly given with neostigmine to counteract the
unwanted muscarinic effects which may accompany reversal of neuromuscular blockade

with neostigmine.
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o ATROPINE SULPHATE FRESENIUS is a specific antidote for the cardiovascular collapse

that may result from the injudicious administration of a choline ester or an inhibitor of

cholinesterase. It is also used to antagonise reflex vagal cardiac slowing.

o ATROPINE SULPHATE FRESENIUS may be of value in the initial treatment of patients

with acute myocardial infarction in whom excessive vagal tone causes sinus or nodal

bradycardia.

¢ Inthe treatment of muscarinic toxicity, and in poisoning caused by pesticides that are

organophosphate cholinesterase inhibitors, ATROPINE SULPHATE FRESENIUS is a

specific antidote for the so-called rapid type of mushroom poisoning due to the

cholinomimetic alkaloid muscarine, found in Amanita muscaria and a few other fungi.

4.2 Posology and method of administration

Persons with Down’s syndrome appear to have an increased susceptibility to the actions of

atropine, whereas those with albinism may be resistant.

Premedication:

To diminish the risk of vagal inhibition of the heart and to reduce salivary and bronchial secretions.

Adult dose:

IM or SC; 0,3 to 0,6 mg usually in conjunction with 10 to 15 mg of morphine sulphate about an hour

before anaesthesia.

Alternatively: 1V; 0,3 to 0,6 mg immediately before induction of anaesthesia.

Paediatric dose:

SC; weighing up to 3 kg
weighing 7 to 9 kg
weighing 12 to 16 kg
weighing 20 to 27 kg
weighing 32 kg
weighing 41 kg

Post-operatively:

0,1 mg
0,2 mg
0,3mg
0,4 mg
0,5mg

0,6 mg
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Adult dose: Slow IV; 0,6 to 1,2 mg in conjunction with neostigmine to reverse the effects of non-
depolarising muscle relaxants.

Dysrhythmias:

Adult dose: 1V; 0,4 to 1 mg and repeated as needed to a total dose of 2 mg.

Bradycardia or asystole due to overdosage with parasympathomimetic medicines:
1to2mg SC, IMor IV.

Anticholinesterase/organophosphate poisoning:

ATROPINE SULPHATE FRESENIUS should be given in adequate doses. Following an initial
injection of 2 to 4 mg, given intravenously if possible, otherwise intramuscularly, 2 mg should be
given every 5 to 10 minutes until muscarinic symptoms disappeatr, if they reappear, or until signs of
ATROPINE SULPHATE FRESENIUS toxicity appear. More than 200 mg may be required on the
first day. A mild degree of atropine block should then be maintained for up to 48 hours or as long
as symptoms are evident.

Intoxication by cholinergic agonists:

Should serious toxic reactions to these medicines arise, 0,5 to 1,0 mg ATROPINE SULPHATE
FRESENIUS should be given subcutaneously or intravenously.

Intoxication by cholinomimetics:

Treatment consists of the parenteral administration of ATROPINE SULPHATE FRESENIUS and
adeguate measures to support the respiration and the circulation and to counteract pulmonary
oedema.

Mushroom poisoning:

Treatment with 1 to 2 mg ATROPINE SULPHATE FRESENIUS given intramuscularly every 30

minutes effectively blocks the muscarine intoxication symptoms.

4.3 Contraindications

e Hypersensitivity to atropine sulphate or to any of the excipients listed in section 6.1.
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4.4

ATROPINE SULPHATE FRESENIUS should not be given to patients with closed-angle
glaucoma or to patients with a narrow angle between the iris and the cornea, since it may
increase the intra-ocular pressure and precipitate an acute attack.

It is contraindicated in patients with prostatic enlargement, and in those with paralytic ileus,
pyloric stenosis and status asthmaticus.

It should not be given to patients with myasthenia gravis unless it is given to reduce
adverse muscarinic effects of an anti-cholinesterase medicine.

Due to the risk of provoking hyperpyrexia ATROPINE SULPHATE FRESENIUS should not
be given to patients, especially children, when the ambient temperature is high. It should
also be used cautiously in patients with fever.

ATROPINE SULPHATE FRESENIUS should not be given to patients who are being treated
with a monoamine-oxidase inhibitor, or within ten days of the discontinuation of such
treatment.

ATROPINE SULPHATE FRESENIUS is contraindicated in case of intoxication produced by
Amanita muscaria and related species due to the anticholinergic and hallucinogenic

properties of a variety of isoxazole derivatives.

Special warnings and precautions for use

ATROPINE SULPHATE FRESENIUS should be used with caution in children, geriatric
patients and those with Down’s syndrome, who may be more susceptible to its adverse
effects.

Doses of ATROPINE SULPHATE FRESENIUS up to 1 mg are mildly stimulant to the
central nervous system. Higher doses may induce mental disturbances and depression of
the central nervous system. Children and older people are particularly susceptible.

It is generally advisable to be cautious in giving atropine to any patient with diarrhoea or
urinary retention.

Caution should be observed in administering this medicine to patients with coronary

insufficiency or cardiac failure.
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4.5

ATROPINE SULPHATE FRESENIUS and other antimuscarinic medicines should be used
with caution in conditions characterised by tachycardia such as thyrotoxicosis, cardiac
insufficiency or failure, and in cardiac surgery, where it may further accelerate the heart
rate.

Care is required in patients with acute myocardial ischaemia or infarction as the ischaemia
and infarction may be made worse.

ATROPINE SULPHATE FRESENIUS should be given with care to patients with
hypertension.

Paradoxical atrioventricular block or sinus arrest has been reported following administration
of ATROPINE SULPHATE FRESENIUS in a few patients after heart transplantation.

The use of ATROPINE SULPHATE FRESENIUS for therapeutic or diagnostic procedures in
heart transplant patients should be undertaken with extreme caution, and ECG monitoring
and equipment for immediate temporary pacing should be available.

Caution is required when ATROPINE SULPHATE FRESENIUS is administered
systemically to patients with chronic obstructive pulmonary diseases, as a reduction in
bronchial secretions may lead to the formation of bronchial plugs.

In treatment of parkinsonism, increases in dosages and transfer to other forms of treatment
should be gradual and antimuscarinic medicines should not be withdrawn abruptly.

In patients with ulcerative colitis its use may lead to ileus or megacolon and its effects on
the lower oesophageal sphincter may exacerbate reflux.

Antimuscarinics such as ATROPINE SULPHATE FRESENIUS may delay gastric emptying,
decrease gastric motility and relax the oesophageal sphincter. They should be used with
caution in patients whose condition may be aggravated by these effects. e.g. reflux

oesophagitis.

Interaction with other medicines and other forms of interaction
The effects of ATROPINE SULPHATE FRESENIUS and other antimuscarinic medicines

may be enhanced by the concomitant administration of other medicines with antimuscarinic
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properties, such as amantadine, some antihistamines, butyrophenones, phenothiazines,
tricyclic antidepressants, domperidone, antispasmodics and anti-parkinsonism medicines.

e Additive anticholinergic adverse effects may also occur with antipsychotics, quinidine and
disopyramide.

e ATROPINE SULPHATE FRESENIUS should not be given to patients who are being treated
with a monoamine-oxidase inhibitor, or within ten days of the discontinuation of such
treatment (see section 4.3).

e The reduction in gastric motility caused by ATROPINE SULPHATE FRESENIUS may affect
the absorption of other medicines such as ketoconazole, chlorpromazine, olanzapine,
clozapine, mexiletine.

e Antimuscarinic medicines including ATROPINE SULPHATE FRESENIUS antagonise the
effects of gastrointestinal prokinetic medicines, such as metoclopramide and neostigmine,
on gastric motility.

e The degree of absorption of digoxin may be increased.

¢ Sublingual medicines such as nitrates may have reduced absorption due to dry mouth.

e Beta-blockers my reduce the cardio acceleratory effect of ATROPINE SULPHATE
FRESENIUS.

¢ During anaesthesia, the heart rate responsiveness to IV ATROPINE SULPHATE
FRESENIUS could be decreased (and not effectively overcome by a large dose of
ATROPINE SULPHATE FRESENIUS) when the subject is receiving concomitant propofol;

it could be due to propofol-induced suppression of the sympathetic nervous system.

4.6 Fertility, pregnancy and lactation

Pregnancy

ATROPINE SULPHATE FRESENIUS crosses the placenta. Well-controlled studies in humans
have not been done. Intravenous administration of ATROPINE SULPHATE FRESENIUS during

pregnancy or near term may produce tachycardia in the foetus.
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Breastfeeding
ATROPINE SULPHATE FRESENIUS is distributed into breast milk and may cause antimuscarinic
effects in the infant. Use thereof should be avoided during breastfeeding since infants are usually

very sensitive to the effects of anticholinergics. Lactation may be inhibited.

Fertility

There are no adequate preclinical fertility data with atropine, and no epidemiological data.

4.7 Effects on ability to drive and use machines

ATROPINE SULPHATE FRESENIUS may cause blurred vision, drowsiness, confusion,
hallucinations and other neuro-psychiatric effects (see sections 4.8 and 4.9). Patients should be
advised that they should not drive, operate machinery or take part in any activities that could, if

they are affected, put them or others at risk.

4.8 Undesirable effects
The most frequently reported adverse events are due to the action of ATROPINE SULPHATE
FRESENIUS on muscarinic receptors and at high doses, nicotinic receptors. These effects are

dose related and usually reversible when therapy is discontinued.

Immune system disorders:

Less frequent: Anaphylaxis.

Psychiatric disorders:

Frequency unknown:  Confusion state, especially in the elderly. At higher doses hallucinations,
restlessness, delirium (see section 4.9).

Nervous system disorders:

Frequency unknown:  Dizziness.

Eye disorders:
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Frequency unknown:  Dilatation of the pupils with difficulty in accommodation of the eye,
photophobia, raised intraocular pressure.

Cardiac disorders:

Less frequent: Paradoxical atrioventricular block, especially after heart transplantation
(see section 4.4).

Frequency unknown:  Transient bradycardia followed by tachycardia, palpitations, dysrhythmias.
Exacerbation of myocardial ischemia or myocardial infarction.

Vascular disorders:

Frequency unknown:  Flushing.

Respiratory, thoracic and mediastinal disorders:

Frequency unknown:  Formation of mucous plugs may result from reduced bronchial secretion
(see section 4.4).

Gastrointestinal disorders:

Frequency unknown:  Dry mouth with difficulty in swallowing, reduction in the tone and motility of
the gastrointestinal tract, constipation, nhausea, vomiting, inhibition of
gastric secretion.
lleus or megacolon may occur in patients with ulcerative colitis, and the
effect on the lower oesophageal sphincter may exacerbate reflux.

Skin and subcutaneous tissue disorders:

Frequency unknown:  Dry skin, urticaria, rash, skin exfoliation.

Renal and urinary disorders:

Frequency unknown:  Urinary retention, difficulty in micturition.

General disorders and administration site conditions:

Frequency unknown:  Tolerance occurs to a limited extent; vomiting, malaise, sweating and
salivation have been recorded in patients with parkinsonism upon sudden
withdrawal of the large doses required for therapeutic effect.

Thirst, fever.

Page 8 of 12



Reporting of suspected adverse reactions
Health care providers are asked to report any suspected adverse drug reactions to the Holder of

the Certificate of Registration at the following email address: safety.fksa@fresenius-kabi.com and

to the relevant medicine’s regulatory authority in the country where the product is marketed.
Reporting suspected adverse reactions after authorisation of ATROPINE SULPHATE FRESENIUS
is important. It allows continued monitoring of the benefit/risk balance of ATROPINE SULPHATE
FRESENIUS. Healthcare providers are asked to report any suspected adverse reactions to
SAHPRA via the 6.04 Adverse Drug Reactions Reporting Form, found online under SAHPRA's

publications: hitp://www.sahpra.org.za/Publications/Index/8.

4.9 Overdose

Symptoms:

Delirium or toxic psychoses can occur after overdosage, as well as hallucinatory effects. Symptoms
develop promptly and include marked dryness of the mouth accompanied by a burning sensation,
difficulty in swallowing. Vision becomes blurred and photophobia is prominent. The skin is hot, dry
and flushed. A rash may appear, especially over the face, neck and upper part of the trunk;
desquamation may follow. The body temperature rises and the pulse is weak and very rapid.
Palpitation is prominent, and the blood pressure may be elevated. Nausea and vomiting can occur.
Urinary urgency and difficulty in micturition are sometimes noted. Restlessness, tremor, excitement
and confusion, giddiness and muscular in-coordination occur.

The effects of CNS stimulation are followed by increasing drowsiness, stupor and general central

depression terminating in death from circulatory and respiratory failure.

Treatment:

In severe cases, physostigmine, 1 to 4 mg, should be administered intravenously, intramuscularly
or subcutaneously, the dose may be repeated if necessary since it is rapidly eliminated from the
body. Diazepam may be administered for sedation of the delirious patient but the risk of central

depression occurring late in the course of atropine poisoning contraindicates large doses of
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sedative. An adequate airway should be maintained and respiratory failure may be treated with
oxygen and carbon dioxide inhalation. Fever is reduced by the application of cold packs or
sponging with tepid water. Adequate fluid intake is important. Urethral catheterisation may be

necessary. If photophobia is present or likely, the patient should be nursed in a darkened room.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Category and class: A 5.4 Cholinolytics (anticholinergics).
Pharmacotherapeutic group: Belladonna alkaloids, tertiary amines.

ATC code: AO3BAO1.

Mechanism of action:

Atropine sulphate is an antimuscarinic medicine which competitively antagonises acetylcholine at
postganglionic nerve endings. The receptors affected are those on peripheral structures that are
either stimulated or inhibited by muscarine, that is, exocrine glands, smooth and cardiac muscle
and the central nervous system. Atropine-induced parasympathetic block may be preceded by a
transient phase of mild stimulation. Atropine has a potent action on heart, intestine and bronchial
muscle and has a more prolonged action than scopolamine.

Pharmacodynamic effects:

Peripheral effects include decreased production of saliva, sweat, nasal, lachrymal and gastric
secretions, decreased intestinal motility and inhibition of micturition.

Atropine increases sinus rate and sinoatrial and AV conduction. Usually heart rate is increased, but
there may be an initial bradycardia.

Atropine inhibits secretions throughout the respiratory tract and relaxes bronchial smooth muscles

producing bronchodilation.

5.2 Pharmacokinetic properties

Absorption:
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Following intravenous administration, the peak increase in heart rate occurs within 2 to 4 minutes.
Plasma levels after intramuscular and intravenous injection are comparable at one hour.
Distribution:

Peak plasma concentrations of atropine after intramuscular administration are reached within 30
minutes, although peak effects on the heart, sweating and salivation may occur nearer one hour
after intramuscular administration. Atropine is distributed widely throughout the body and crosses
the blood brain barrier.

Traces of atropine are found in various secretions, including breast milk.

Biotransformation:

Atropine is metabolised in the liver by oxidation and conjugation to give inactive metabolites.
Elimination:

The elimination half life is about 2 to 5 hours. Up to 50 % of the dose is protein bound. It
disappears rapidly from the circulation.

About 50 % of the dose is excreted within 4 hours and 90 % in 24 hours in the urine, about 30 to 50

% as unchanged atropine.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Sulphuric acid (for pH-adjustment)

Water for injection.

6.2 Incompatibilities

ATROPINE SULPHATE FRESENIUS is incompatible with alkalis, tannic acid and mercury salts.

6.3  Shelf life

ATROPINE SULPHATE 0,5 mg/1 ml FRESENIUS: 48 months

ATROPINE SULPHATE 1,0 mg/1 ml FRESENIUS: 60 months
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6.4 Special precautions for storage

Store at or below 30 °C. Protect from light.

6.5 Nature and contents of container
ATROPINE SULPHATE FRESENIUS is filled into clear glass ampoules.

Pack size: 10 x 1 ml ampoules.

6.6 Special precautions for disposal

If only part used, discard the remaining solution.

7 HOLDER OF CERTIFICATE OF REGISTRATION
Fresenius Kabi Manufacturing SA (Pty) Ltd

6 Gibaud Road

Korsten 6020

Gqgeberha

South Africa

8 REGISTRATION NUMBERS
ATROPINE SULPHATE 0,5 mg/1 ml FRESENIUS:  L/5.4/342

ATROPINE SULPHATE 1,0 mg/1 ml FRESENIUS: C1005 (Act 101/1965)

9 DATE OF FIRST AUTHORISATION
ATROPINE SULPHATE 0,5 mg/1 ml FRESENIUS: 08 July 1979

ATROPINE SULPHATE 1,0 mg/1 ml FRESENIUS:  Old Medicine

10 DATE OF REVISION OF THE TEXT

15 June 2022
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