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Targin is indicated for the relief of moderate to severe pain. The oxycodone component
is indicated for the relief of moderate to severe pain in adults who require continuous
around-the-clock opioid analgesia for several days or more. The opioid antagonist
naloxone is added to counteract opioid-induced constipation by blocking the action of
oxycodone at opioid receptors locally in the gut.
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4.4 Special warnings and precautions for use

Opioid Use Disorder (abuse and Psyehelogical-dependence) faddiction}abuse profie-and-history-of
substance-and/oralcohol abuse

Tolerance and physical and/or psychological dependence may develop upon repeated administration
of opioids such as oxycodone. Iatrogenic addiction following therapeutic use of opioids is known to
occur.

Repeated use of Targin may lead to Opioid Use Disorder (OUD). Abuse or intentional misuse of
Targin 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).

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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4.6 Fertility, pregnancy and lactation breastfeeding

Fertility

No data on the effect of oxycodone and naloxone on human fertility are available. In rats, there was
no effect on mating or fertility with Targin treatment (see section 5.3). Fhere-are-no-data-with

respeetto-fertihty
4.8 Undesirable effects

Respiratory, thoracic and mediastinal disorders

Uncommon:  Dyspnoea, rhinorrhoea, cough
Rare: Yawning
Not known: Respiratory depression

Central sleep apnoea syndrome

5.3 Preclinical safety data

Long-term carcinogenicity studies with oxycodone/naloxone in combination et+-exycodene-as-a-single
entity have not been performed .

Carcinogenicity was evaluated in a 2-year oral gavage study conducted in Sprague-Dawley rats.
Oxycodone did not increase the incidence of tumours in male and female rats at doses up to
6mg/kg/day. The doses were limited by opioid-related pharmacological effects of oxycodone.

For naloxone, a 24-months oral carcinogenicity study was performed in rats with aalexene doses up to 100
mg/kg/day and a 6-month carcinogenicity study was performed in TgrasH2 mice at doses up to 200
mg/kg/day. The results of the two studies indicate that naloxone is not carcinogenic under these

conditions.
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