
 

 

 

 

 

TARGIN 

 

Introduction 

 

Targin is a combination agent consisting of: 

 

● Oxycodone hydrochloride  

 

And  

 

● Naloxone hydrochloride dihydrate. 

 

Naloxone in the Targin formulation reduces local bowel function side effects such as 

constipation that typically arise during opioid analgesic treatment with e.g. oxycodone, 

due to its local competitive antagonism of the opioid receptor mediated oxycodone effect 

in the gut. 

 

Oral administration of naloxone is unlikely to result in clinically relevant systemic 

effects due to a pronounced first pass effect and its very low oral bioavailability upon oral 

administration (< 3%). 

 

Targin is primarily indicated in those patients who require opioid analgesia but in 

whom the constipating effects of oxycodone need to be avoided. 

 

Preparation 

 

Tablets: 

 

Fixed oral tablet dose slow release combinations include: 

 

● Oxycodone 5 mg, naloxone 2.5 mg (controlled release) 

 

● Oxycodone 10 mg, naloxone 5 mg (controlled release) 

 

● Oxycodone 20 mg, naloxone 10 mg (controlled release) 

 

● Oxycodone 40 mg, naloxone 20 mg (controlled release) 

 

Mechanism of Action 

 

Oxycodone is a full opioid receptor agonist whose principal therapeutic action is 

analgesia.  

 



It has an affinity for endogenous mu, kappa and delta opiate receptors in the brain, 

spinal cord and peripheral organs (e.g. intestine).  

 

Opioids act by: 
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● Presynaptic inhibition of neurotransmitter release from C-fiber terminals. 

 

● Postsynaptic inhibition of evoked activity in nociceptive pathways.  

 

● Disinhibition of other circuits regulating nociceptive transmission.  

 

● Supraspinal opioids increase descending inhibition of spinal nociceptive 

 transmission 

 

Oxycodone is an opioid agonist and binds to mu and more weakly to kappa and delta 

opioid receptor subtypes. 

 

Naloxone is a pure competitive antagonist at opioid receptors (mu, kappa and delta). 

 

Pharmacokinetics 

 

Administration: 

 

● Targin is administered orally. 

 

The pharmacokinetic characteristics of oxycodone from Targin tablets are 

comparable to those from controlled release Oxycontin tablets, and so is taken 12 

hourly. 

 

Following ingestion, oral naloxone is subject to a significant first-pass 

metabolism and its systemic oral bioavailability is less than 3 %. 

 

Distribution: 

 

● Approximately 45% of the oxycodone is bound to plasma protein. 

 

● Orally administered naloxone primarily reacts at the GIT, little reaches the 

 systemic circulation following its transition through the liver where it is 

 extensively metalized with its first pass.   

 

Metabolism: 

 

● Oxycodone is extensively metabolized in the liver. 

 

It  has two metabolic pathways.  

 

♥ Via the cytochrome P450 isoenzymes: 

 



♥♥ Noroxycodone is the principal active metabolite (by N-

 demethylation) but it has only weak affinity for the mu-opioid 

 receptor. 

 

♥ Via the CYP- 2D6 enzymes: 

 

♥♥ Oxymorphone is the metabolite here. It is not thought to 

 contribute significantly to analgesia. 

 

It is the parent oxycodone compound that contributes the major portion of 

analgesic activity. 

 

Both metabolites then undergo glucuronidation and are excreted together with 

some  unchanged drug in urine.  

 

While there is some variation in the rate of metabolism of oxycodone amoung 

individuals, this is not nearly to the same extent as that seen with codeine. 

 

●  Naloxone is extendedly metabolized in the liver. 

 

Pharmacodynamics 

 

Opioid receptor binding by oxycodone in the central nervous system (CNS) produces 

analgesia with some associated sedation.  

 

Additional pharmacologically mediated effects of oxycodone involve the CNS, smooth 

muscle and cardiovascular system. 

 

Targin has bioequivalence with long acting oxycodone formulations.  

 

Naloxone reverses the clinical effects of opioids, including sedation, respiratory 

depression and hypoxia.  

 

Naloxone in the targin formulation reduces local bowel function disorders such as 

constipation that typically arise during opioid analgesic treatment with e.g. oxycodone, 

due to its local competitive antagonism of the opioid receptor mediated oxycodone effect 

in the gut. 

 

Oral administration of naloxone is unlikely to result in clinically relevant systemic 

effects due to a pronounced first pass effect and its very low bioavailability via this route 

of administration (< 3%). 

 

Indications 

 

Targin is primarily indicated in those patients who require opioid analgesia but in 

whom the constipating effects of oxycodone need to be avoided. 

 

 



Contraindications/ Precautions 

 

These include the usual opioid precautions: 

 

1. Respiratory: 

 

Use with caution in patients at risk of respiratory depression:  

 

The following are relative contraindications: 

 

● Severe obstructive airways disease 

 

● Those at risk of upper airways obstruction 

 

● Obstructive sleep apnea 

 

2. CNS: 

 

 ● Patients with a depressed conscious state. 

 

3. CVS: 

 

 ● Hypotensive patients, (relative) 

 

4. Renal impairment, (relative contraindication): 

 

5. Hepatic impairment: 

 

● Use with caution in severe hepatic impairment (relative contraindication) - 

 may cause excessive sedation or coma. 

 

6. Concomitant use with other central nervous system depressants, effects are 

 synergistic 

 

7. Elderly: 

 

● Opioid dose requirement decreases progressively with age.  

 

● There is an increased risk of adverse effects including cognitive 

 impairment, sedation, respiratory depression and falls.  

 

● Use lower initial doses and titrate cautiously to effect. 

 

8. Known hypersensitivity to oxycodone. 

 

Pregnancy: 

 

Oxycodone is a category C drug with respect to pregnancy. 



 

Category C drugs are those drugs which, owing to their pharmacological effects, have 

caused or may be suspected of causing harmful effects on the human fetus or neonate 

without causing malformations. These effects may be reversible. Specialised texts should 

be consulted for further details. 

 

Naloxone is a B1 drug with respect to pregnancy. 

 

Category B1 drugs are those drugs which have been taken by only a limited number of 

pregnant women and women of childbearing age, without an increase in the frequency of 

malformation or other direct or indirect harmful effects on the human fetus having been 

observed. Studies in animals have not shown evidence of an increased occurrence of fetal 

damage 

 

Breast feeding: 

 

Oxycodone is compatible in occasional doses; observe infant for sedation 

 

Naloxone, caution, insufficient data 

 

Adverse Effects 

 

These are essentially those of oxycodone, apart from the constipating effects  

 

The following may therefore be seen: 

 

1. CNS:  

 

● Depressed conscious state, with attendant risk of airway compromise.  

 

 This is a principle cause of death in overdose/ toxicity. 

 

● Euphoria/ dysphoria/ delirium/ hallucinations 

 

● Occasionally there can be a lowering of seizure threshold, especially in 

 those with convulsive disorders. 

 

2. Respiratory depression/ arrest: 

 

● This is a principle cause of death in overdose/ toxicity. 

 

● The risk is dose related and synergistic with other CNS depressants, 

 including alcohol   

 

3. GIT: 

 

 ● Nausea and vomiting: 

 



♥ Nausea and vomiting is thought to occur via direct stimulation of 

 the chemoreceptor trigger zone (CTZ). 

 

  ♥ It is a very common reaction. 

 

  ♥ An antiemetic may be given prophylactically 

 

 ● Decreased GIT motility: 

 

  ♥ Some may occur, but is minimalized by the concurrent naloxone.  

 

4. CVS: 

 

 ● Hypotension, though this is minimal with oral oxycodone. 

 

● It can potentiate the action of hypotensive agents. 

 

5. Allergic reactions: 

 

● Note hoverer that semi-synthetic opioids such as oxycodone generally 

 cause less histamine release and therefore produce less vasodilation, 

 flushing, itching and/or rash, than is seen with the natural opioids. 
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6. Urinary retention: 

 

● This may occasionally occur due to increased bladder sphincter tone. 

 

7. Dependence/ addiction: 

 

Addiction is a compulsive use to the detriment of physical and/or psychological 

and/or social function.  

 

It can be physical and/or psychological: 

 

Physical dependence: 

 

● This is common. 

 

● Withdrawal symptoms can occur if chronic treatment is stopped 

suddenly or an antagonist is given. 

 

 See also separate Document on Opiate Withdrawal Syndrome, (Toxicology 

 Folder). 

 

Psychological dependence: 

 

● This is more common in those with a general history of substance abuse. 

 



See also separate Document on Opiate Withdrawal 

 

8. Tolerance: 

 

● Tolerance (increasing dosage to achieve the same effect) may develop 

 upon repeated administration of morphine. 

  

● Tolerance can develop rapidly, particularly in intravenous drug users who 

 use morphine in the absence of pain. 

 

Dosing 

 

Targin tablets are to be swallowed whole and are not to be broken, chewed or crushed. 

Taking broken, chewed or crushed tablets could lead to the rapid release and absorption 

of a potentially toxic dose of oxycodone. 

 

The usual starting dose for opioid naive patients or patients presenting with moderate to 

severe chronic pain uncontrolled by weaker opioids is:  

 

● 1 Targin tablet 10/5 mg at 12 hourly intervals 

 

Or  

 

● 1 Targin tablet 5/2.5 mg 12 hourly for patients with mild hepatic impairment and 

 patients with renal impairment.  

 

The dose may then be cautiously titrated upwards, as frequently as every 1 -2 days if 

necessary, to achieve pain relief. 
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