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Symptomatic treatment of moderate to severe pain.
The use of Zaldiar should be restricted to patients whose moderate to severe
pain is considered to require a combination of tramadol and paracetamol.
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4.4  Special warnings and precautions for use

Serotonin syndrome

Serotonin syndrome, a potentially life-threatening condition, has been reported in
patients receiving tramadol in combination with other serotonergic agents or tramadol

alone (see sections 4.5, 4.8 and 4.9).

If concomitant treatment with other serotonergic agents is clinically warranted,
careful observation of the patient is advised, particularly during treatment initiation
and dose escalations.

Symptoms of serotonin syndrome may include mental status changes, autonomic

instability, neuromuscular abnormalities and/or gastrointestinal symptoms.

If serotonin syndrome is suspected, a dose reduction or discontinuation of therapy
should be considered depending on the severity of the symptoms. Withdrawal of the

serotonergic drugs usually brings about a rapid improvement.

CYP2D6 metabolism

Tramadol is metabolised by the liver enzyme CYP2D6. If a patient has a deficiency
or is completely lacking this enzyme an adequate analgesic effect may not be
obtained. Estimates indicate that up to 7% of the Caucasian population may have this
deficiency. However, if the patient is an ultra-rapid metaboliser there is a risk of

developing side effects of opioid toxicity even at commonly prescribed doses.

General symptoms of opioid toxicity include confusion, somnolence, shallow
breathing, small pupils, nausea, vomiting, constipation and lack of appetite. In severe
cases this may include symptoms of circulatory and respiratory depression, which
may be life threatening and very rarely fatal. Estimates of prevalence of ultra-rapid

metabolisers in different populations are summarised below:

Population Prevalence %
African/Ethiopian 29%

3.4% 10 6.5%
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African 1.2% to 2%

American 3.6% t0 6.5%
Asian 6.0%
Caucasian 1.9%

Greek 1% to 2%
Hungarian

Northern

European

Adrenal insufficiency

Opioid analgesics may occasionally cause reversible adrenal insufficiency requiring
monitoring and glucocorticoid replacement therapy. Symptoms of acute or chronic
adrenal insufficiency may include e.g. severe abdominal pain, nausea and vomiting,

low blood pressure, extreme fatigue, decreased appetite, and weight loss.

Zaldiar should be used with caution in patients with glutathione depleted states (e.g.
patients with severe renal or hepatic impairment, sepsis or malnutrition), as the use of
paracetamol may increase the risk of metabolic acidosis (refer also to section 4.9).

Caution is advised in patients treated with paracetamol alone or when co-administering
with isoxazolyl penicillins (e.g. flucloxacillin) due to the increased risk of pyroglutamic
acidosis (PGA), a rare type of high anion gap metabolic acidosis (HAGMA). Patients at
high risk for PGA/HAGMA are especially those with potential pre-existing glutathione
depletion status, especially if maximum daily doses of paracetamol are used with
prolonged treatment (see sections 4.5 and 4.8).

4.5 Interactions with other medicinal products and other forms of interaction
Caution should be taken when paracetamol is used concomitantly with isoxazolyl penicillins
(e.g. flucloxacillin), as concurrent intake has been reported to be associated with pyroglutamic

acidosis (PGA), especially in patients with risk factors and prolonged treatment (see sections
4.4 and 4.8).

4.8 Undesirable effects

----o --Nervous system-disorders: Not-knewn:-Serotonin syndrome. - - - - === - == - - oo oo o,
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e Respiratory, thoracic and mediastinal disorders: frequency not known: hiccups.

e Metabolism and nutrition disorders: cases of PGA were reported with frequency not
known, when paracetamol is used alone or with concomitant treatment of isoazolyl
penicillins (e.g. flucloxacillin), especially in patients with risk factors and prolonged
treatment (see sections 4.4 and 4.5).
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