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4.2 Posology, method and duration of administration

Patients with hepatic impairment
Acetylsalicylic acid should be used with caution in patients with hepatic impairment
(see section 4.4).

Patients with renal impairment
Acetylsalicylic acid should be used with caution in patients with renal impairment (see
section 4.4).

4.4  Special warnings and precautions for use

- In patients with severe glucose-6-phosphate dehydrogenase deficiency:
acetylsalicylic acid may induce haemolysis or haemolytic anaemia. Factors that can
increase the risk of haemolysis include high dosage, fever and or acute infection.

What other precautions must be taken?
Habitual use of analgesics can lead to permanent kidney damage with the risk of

renal failure (analgesic nephropathy). The risk increases-significantly is particularly
high when several different analgesics are taken concomitantly.

4.6 Fertility, pregnancy and lactation

During the third trimester of pregnancy, exposure to prostaglandin synthesis inhibitors
is associated with the following risks:

e For the foetus:
- Cardiopulmonary toxicity (with premature closure of the ductus arteriosus and
pulmonary hypertension)

- Use of NSAIDs, including Aspirin 500, at about 20 weeks gestation or later in
pregnancy may cause foetal renal dysfunction, which may progress to renal
failure with oligohydramnios. These adverse outcomes are seen, on average,
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after days to weeks of treatment, although oligohydramnios has been
infrequently reported as soon as 48 hours after NSAID initiation.
Oligohydramnios is often, but not always, reversible with treatment
discontinuation. Complications of prolonged oligohydramnios may, for example,
include limb contractures and delayed lung maturation. In some postmarketing
cases of impaired neonatal renal function, invasive procedures such as
exchange transfusion or dialysis were required.

If NSAID treatment is necessary between about 20 weeks and 30 weeks
gestation, limit Aspirin 500 use to the lowest effective dose and shortest
duration possible. Consider ultrasound monitoring of amniotic fluid if Aspirin 500
treatment extends at the full therapeutic dose beyond 5 days. Discontinue
Aspirin 500 if oligohydramnios occurs and follow up according to clinical

practice.

Fertility:

There is evidence that drugs that inhibit cyclooxygenase/prostaglandin synthesis can have
an effect on ovulation and may impair female fertility by affecting ovulation. This effect is
reversible on discontinuation of treatment.

Lactation:

Acetylsalicylic acid and its metabolites pass into breast milk in small quantities. Adverse
effects on infants have not been reported to date. It is therefore not necessary to interrupt
breast-feeding due to occasional use at the recommended dosage. Nonetheless, in the
case of use for extended use periods or consumption of high doses, the-infantshould-be
weaned breastfeeding should be stopped.

4.8. Undesirable effects

Gastrointestinal disorders:
Not known:
e In the event of prior damage to the intestinal mucosa, multiple membranes can form

in the intestinal lumen, which may result in subsequent stenosis (particularly with
long-term treatment).

Immune system disorders:

Rare:

Possible symptoms are: Hypetensien Drop in blood pressure, dyspnoea attacks, rhinitis,
nasal congestion, anaphylactic shock and or angio-oedema.

49 Overdose
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Salicylate toxicity can result from chronic, therapeutic overdose or potentially life-

threatening acute poisoning (overdose due to inadvertent intake by children up to
accidental intoxication).

Chronic salicylate poisoning

Chronic salicylate poisoning can be problematic, as the signs and symptoms are non-
specific. Mild salicylate poisoning generally occurs following repeated intake of high doses
(> 100/mg/kg/day over 2 days can be toxic). Symptoms include drowsiness, dizziness,
tinnitus, hearing impairment, sweating, nausea and vomiting, headache and confusion and
can be controlled by reducing the dose.

Acute salicylate poisoning

The main manifestation of acute poisoning is a severe disturbance in the acid-base
balance, which can vary with age and the degree of poisoning. The most common sign of
acute poisoning in children is metabolic acidosis. The severity of poisoning cannot be
estimated from the plasma concentrations alone. The absorption of acetylsalicylic acid may
be delayed by slowing of gastric emptying, concrement formation in the stomach or as a
result of taking gastro-resistant medicinal products. Tinnitus can occur at plasma levels of
150 to 300 pug/mL. Further severe adverse effects can occur at concentrations over

300 pg/mL.

The pathophysiological effects of salicylate poisoning are complex.

Mild to moderate poisoning manifests as nausea, vomiting, tachypnoea, hyperventilation,
respiratory alkalosis and diaphoresis.

Signs of moderate to severe poisoning include respiratory alkalosis with compensatory
metabolic acidosis, hyperpyrexia, impaired glucose metabolism and ketosis, tinnitus,
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deafness, gastrointestinal bleeding, respiratory disorders (from hyperventilation up to
respiratory arrest), cardiovascular disorders (from arrhythmia up to cardiovascular shock),
water and electrolyte disturbances (from dehydration up to kidney failure), haematological
disorders (from inhibition of platelet function up to coagulopathy), toxic encephalopathy and
CNS depression (from lethargy up to coma and seizures).

Treatment of acetylsalicylic acid poisoning is quided by the extent, severity and clinical
symptoms corresponding to standard measures to manage poisoning. The first emergency
measures must be to accelerate the excretion of the drug and to restore the electrolyte and
acid-base balance.

5.2 Pharmacodynamic properties

Acetylsalicylic acid is absorbed rapidly and completely from the gastrointestinal tract
following oral administration. During and after absorption acetylsalicylic acid is converted into
its main active metabolite, salicylic acid. Peak plasma levels of acetylsalicylic acid and
salicylic acid are reached after £6—20 18 - 30 minutes and 8-3 0.72-2 hours, respectively.
The given durations depend on the pharmaceutical form.

For Aspirin (500 mg tablets), the active substance acetylsalicylic acid has mean peak plasma
concentrations (Cmax) of 5.4 pg/mL; mean time to peak plasma concentrations (Tmax) is 30
min; mean total exposure to acetylsalicylic acid (area under the curve/AUC) is 6.2 ug x h/mL.
For salicylic acid, mean peak plasma concentrations (Cmax) are 25.4 yg/mL; mean time to
peak plasma concentrations (Tmax) is 2 h; mean total exposure (area under the curve/AUC)
is 145 ug x h/mL.

Both acetylsalicylic acid and salicylic acid are extensively bound to plasma proteins and are
rapidly distributed throughout the body. Salicylic acid passes into breast milk and crosses the
placenta.

the acetylsalicylic acid starts being cleaved by hydrolysis as it passes through the intestinal
mucosa. This process takes place primarily in the liver. The metabolites of salicylic acid are
salicyluric acid, salicyl phenolic glucuronide, salicyl acyl glucuronide, gentisic acid and
gentisuric acid.

The elimination kinetics of salicylic acid are dose-dependent, as metabolism is limited by
hepatic enzyme capacity. The elimination half-life therefore varies from 2 to 3 hours after low
doses to about 15 hours after high doses. Salicylic acid and its metabolites are excreted
primarily via the kidneys.

5.3 Preclinical safety data

The preclinical safety profile of acetylsalicylic acid is well documented. In animal studies,
salicylates caused kidney damage at-high-deses but no other organic lesions. Acetylsalicylic
acid has been extensively studied for mutagenicity and carcinogenicity. No relevant evidence
of a mutagenic or carcinogenic potential has been found.

Salicylates have exhibited teratogenic effects in a number of different animal species (e.g.
cardiac and skeletal malformations, gastroschisis). Implantation disorders, embryotoxic and
foetotoxic effects and impairment of learning ability in offspring after prenatal salicylate
exposure have been described.
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