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Each prolonged release tablet contains: Tramadol hydrochloride 100, 200 or 300 mg,
respectively.
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Treatment of moderate to severe pain.
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4.4 Special warnings and precautions for use
[...]
Symptoms of serotonin syndrome may include mental status changes, autonomic
instability, neuromuscular abnormalities and/or gastrointestinal symptoms.

Serotonin syndrome is likely when one of the following is observed:
e Spontaneous clonus
Inducible or ocular clonus with agitation or diaphoresis
Tremor and hyperreflexia
Hypertonia and body temperature > 38°C and inducible or ocular clonus

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.

[..]

Tolerance and opioid use disorder (abuse and dependence)

Tolerance, physical and psychological dependence, and opioid use disorder (OUD) may
develop upon repeated administration of opioids such as Tramadex OD. Repeated use of
Tramadex OD can lead to opioid use disorder (OUD). A higher dose and longer duration of
opioid treatment can increase the risk of developing OUD. Abuse or intentional misuse of
Tramadex OD may result in overdose and/or death. The risk of developing OUD is
increased in patients with a personal or a family history (parents or siblings) of substance
use disorders (including alcohol use disorder), in current tobacco users or in patients with a
personal history of other mental health disorders (e.g. major depression, anxiety and
personality disorders).



Before initiating treatment with Tramadex OD and during the treatment, treatment goals and
a discontinuation plan should be agreed with the patient. Before and during treatment the
patient should also be informed about the risks and signs of OUD. If these signs occur,
patients should be advised to contact their physician.

Patients will require monitoring for signs of drug-seeking behaviour (e.g. too early requests
for refills). This includes the review of concomitant opioids and psycho-active drugs (like
benzodiazepines). For patients with signs and symptoms of OUD, consultation with an
addiction specialist should be considered.
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4.8 Undesirable effects

[...]

Drug dependence:

Repeated use of tramadol can lead to drug dependence, even at therapeutic doses. The
risk of drug dependence may vary depending on a patient's individual risk factors, dosage,
and duration of opioid treatment (see section 4.4).
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