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Each prolonged-release tablets contains Tramadol hydrochloride 100, 200 or 300 mg
respectively
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Treatment of moderate to severe pain
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4.3 Contraindications
e For use in narcotic withdrawal treatment.
4.4 Special warnings and precautions for use

Drug dependence, tolerance and potential for abuse

A comprehensive patient history should be taken to document concomitant medications, including
over-the-counter medicines and medicines obtained on-line, and past and present medical and
psychiatric conditions.

Patients may find that treatment is less effective with chronic use and express a need to increase
the dose to obtain the same level of pain control as initially experienced. Patients may also
supplement their treatment with additional pain relievers. These could be signs that the patient is
developing tolerance.

The risks of developing tolerance should be explained to the patient.

For all patients, prolonged use of this product may lead to drug dependence (addiction), even at
therapeutic doses. The risks are increased in individuals with current or past history of substance
misuse disorder (including alcohol misuse) or mental health disorder (e.g., major depression).
Additional support and monitoring may be necessary when prescribing for patients at risk of opioid
misuse.
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Overuse or misuse may result in overdose and/or death. It is important that patients only use
medicines that are prescribed for them at the dose they have been prescribed and do not give this
medicine to anyone else.

Patients should be closely monitored for signs of misuse, abuse, or addiction.
The clinical need for analgesic treatment should be reviewed regularly.

Drug withdrawal syndrome
Prior to starting treatment with any opioids, a discussion should be held with patients to putin
place a withdrawal strategy for ending treatment with tramadol.

Drug withdrawal syndrome may occur upon abrupt cessation of therapy or dose reduction. When a
patient no longer requires therapy, it is advisable to taper the dose gradually to minimise
symptoms of withdrawal. Tapering from a high dose may take weeks to months.

The opioid drug withdrawal syndrome is characterised by some or all of the following: restlessness,
lacrimation, rhinorrhoea, yawning, perspiration, chills, myalgia, mydriasis and palpitations. Other
symptoms may also develop including irritability, agitation, anxiety, hyperkinesia, tremor,
weakness, insomnia, anorexia, abdominal cramps, nausea, vomiting, diarrhoea, increased blood
pressure, increased respiratory rate or heart rate.

If women take this drug during pregnancy, there is a risk that their new-born infants will experience
neonatal withdrawal syndrome.

Tramadol is not suitable as a substitute in opioid-dependent patients. Although it is an opioid
agonist, tramadol cannot suppress morphine withdrawal symptoms.

Hyperalgesia

Hyperalgesia may be diagnosed if the patient on long-term opioid therapy presents with increased
pain. This might be qualitatively and anatomically distinct from pain related to disease progression
or to breakthrough pain resulting from development of opioid tolerance. Pain associated with
hyperalgesia tends to be more diffuse than the pre-existing pain and less defined in quality.
Symptoms of hyperalgesia may resolve with a reduction of opioid dose.

Risk from concomitant use of sedative medicines such as benzodiazepines or related drugs
Concomitant use of tramadol and sedative medicines such as benzodiazepines or related drugs may
result in sedation, respiratory depression, coma and death. Because of these risks, concomitant
prescribing with these sedative medicines should be reserved for patients for whom alternative
treatment options are not possible. If a decision is made to prescribe tramadol concomitantly with
sedative medicines, the lowest effective dose should be used, and the duration of treatment should
be as short as possible.

The patients should be followed closely for signs and symptoms of respiratory depression and
sedation. In this respect, it is strongly recommended to inform patients and their caregivers to be

aware of these symptoms (see section 4.5).

In patients sensitive to opioids tramadol should only be used with caution.
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4.5 Interaction with other medicinal products and other forms of interaction
Tramadol must not be combined with MAO inhibitors (see section 4.3).

In patients treated with MAO inhibitors in the 14 days prior to the use of the opioid pethidine, life-
threatening interactions on the central nervous system, respiratory and cardiovascular function
have been observed. The same interactions with MAO inhibitors cannot be ruled out during
treatment with Tramadex OD.

Concomitant administration of tramadol with other centrally depressant medicinal products
including alcohol may potentiate the CNS effects (see section 4.8).

The dose and the duration of concomitant use should be limited (see section 4.4). The concomitant
use of opioids and gabapentinoids (gabapentin and pregabalin) increases the risk of opioid
overdose, respiratory depression and death.

Caution should be exercised during concomitant treatment with tramadol and coumarin derivatives
(e.g. warfarin) due to reports of increased INR with major bleeding and ecchymoses in some
patients.

Other active substances known to inhibit CYP3A4, such as ketoconazole and erythromycin, might
inhibit the metabolism of tramadol (N-demethylation) probably also the metabolism of the active
O-demethylated metabolite. The clinical importance of such an interaction has not been studied
(see section 4.8).

In a limited number of studies, the pre- or postoperative application of the antiemetic 5-HT3
antagonist ondansetron increased the requirement of tramadol in patients with postoperative pain.

4.6 Fertility, pregnancy and lactation

Pregnancy:

Animal studies with tramadol revealed at very high doses effects on organ development,
ossification and neonatal mortality. Tramadol readily crosses the placenta. There is inadequate
evidence available on the safety of tramadol in human pregnancy. Therefore, tramadol should not
be used in pregnant women.

Regular use during pregnancy may cause drug dependence in the foetus, leading to withdrawal
symptoms in the neonate.

If opioid use is required for a prolonged period in a pregnant woman, advise the patient of the risk
of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available.

Tramadol, administered before or during birth, does not affect uterine contractility.
Administration during labour may depress respiration in the neonate and an antidote for the child
should be readily available.

4.8 Undesirable effects
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Nervous system disorders

Very common: dizziness.

Common: headache, somnolence.

Rare: speech disorders, paraesthesia, tremor, epileptiform convulsions, involuntary muscle
contractions, abnormal coordination, syncope.

Not known: serotonin syndrome.

Convulsions primarily occurred following administration of high doses of tramadol or following
concomitant treatment with medicinal products that lower the seizure threshold or trigger seizures
(see sections 4.4 and 4.5).

Eye disorders
Rare: vision blurred, miosis, mydriasis.

Respiratory, thoracic and mediastinal disorders
Rare: respiratory depression, dyspnoea.

Respiratory depression may occur if the quantities administered greatly exceed the recommended
doses and in the case of concomitant administration of other CNS depressant substances (see
section 4.5).

Worsening of asthma has been reported, though a causal relationship has not been established.
Not known: hiccups.

Gastrointestinal disorders

Very common: nausea.

Common: vomiting, constipation, dry mouth.

Uncommon: gastrointestinal discomfort (a feeling of pressure in stomach, bloating), retching,
diarrhoea.

General disorders and administration site conditions

Common: fatigue.

Uncommon: drug withdrawal syndrome.

Symptoms of drug withdrawal syndrome, similar to those observed during opioid withdrawal may
occur, such as agitation, anxiety, nervousness, insomnia, hyperkinesia, tremor and gastro-intestinal
symptoms. Other symptoms of withdrawal have also been reported very rarely, including: panic
attack, severe anxiety, hallucination, paraesthesia, tinnitus and other unusual CNS problems (i.e.
confusion, delusions, depersonalisation, derealisation, paranoia).

4.9 Overdose

Patients should be informed of the signs and symptoms of overdose and to ensure that family and
friends are also aware of these signs and to seek immediate medical help if they occur.

5.3 Preclinical safety data
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On repeated oral and parenteral administration of tramadol for 6-26 weeks in rats and dogs and
oral administration for 12 months in dogs haematological, clinico-chemical and histological
investigations showed no evidence of any substance-related changes. Central nervous
manifestations only occurred after high doses considerably above the therapeutic range:
restlessness, salivation, convulsions, and reduced weight gain. Rats and dogs tolerated oral doses of
20 mg/kg and 10 mg/kg body weight respectively, and dogs rectal doses of 20 mg/kg body weight
without any reactions.
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