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For the relief of pain and coughs and for the reduction of fever accompanied by pain.
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Paracetamol 500 mg, Caffeine (Anhydrous) 50 mg, Codeine Phosphate 15 mg.
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4.1 Special warnings and special precautions for use

Cases of high anion gap metabolic acidosis (HAGMA) due to pyroglutamic acidosis have been
reported in patients with severe illness such as severe renal impairment and sepsis, or in patients with

malnutrition or other sources of glutathione deficiency (e.g. chronic alcoholism), who were treated
with paracetamol at therapeutic dose for a prolonged period or a combination of paracetamol and
flucloxacillin. If HAGMA due to pyroglutamic acidosis is suspected, prompt discontinuation of

paracetamol and close monitoring is recommended. The measurement of urinary 5-oxoproline may be
useful to identify pyroglutamic acidosis as underlying cause of HAGMA in patients with multiple risk

factors.

4.5
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Interaction with other medicinal products and other forms of interaction

Caution should be taken when paracetamol is used concomitantly with flucloxacillin as concurrent
intake has been associated with high anion gap metabolic acidosis due to pyroglutamic acidosis,

especially in patients with risks factors (see section 4.4).
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4.8  Undesirable effects
Paracetamol
Body System Undesirable effect Frequency
Blood aqd lymphatic Thrombocytopgma Not known
system disorders Agranulocytosis
Immune system | Anaphylaxis Not known
disorders Alle?rgles (not  including Rare

angioedem)

Metabolism and nutrition | High anion gap metabolic | Not known
disorders acidosis
Respiratory, thoracic and | Bronchospasm* Not known
mediastinal disorders
Hepatobiliary disorders | Hepatic dysfunction Not known
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Skin and subcutaneous
tissue disorders

Cutaneous hypersensitivity
reactions including skin rashes,
pruritus, sweating, purpura,
urticaria and angioedema

Very rare

Very rare cases of serious skin
reactions have been reported.
Stevens  Johnson  syndrome
(SJS), toxic epidermal necrolysis
(TEN), drug-induced dermatitis,
acute generalized exanthematous
pustulosis (AGEP)

Very rare

Renal and urinary
disorder
s

Sterile pyuria (cloudy urine)

Very rare

Description of selected adverse reactions

High anion gap metabolic acidosis — Cases of high anion gap metabolic acidosis due to
pyroglutamic acidosis have been observed in patients with risk factors using

paracetamol (see section 4.4). Pyroglutamic acidosis may occur as a consequence of
low glutathione levels in these patients.
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