Oxycodone

(Oxycontin(, Purdue Pharma)

Classification:
CNS Agents; Analgesics; Opiate Agonists

Description: Oxycontin is a controlled release formulation of Oxycodone.

Pharmacology: Oxycodone is a pure opioid agonist whose principal therapeutic action is analgesia. Pharmacological effects of opioid agonists include anxiolysis, euphoria, respiratory depression, constipation, miosis, cough suppression and analgesia. Like all pure opioid agonists, there is no “ceiling effect” to their analgesia. Increasing doses will increase analgesia and side effects. The maximum dose is generally limited by their side effects.

The precise mechanism of action is unknown. However, binding to the opiate receptors in the CNS cause an inhibition of ascending pain pathways, alteration of the perception and response to pain and produces generalized CNS depression.

Pharmacokinetics: 

Absorption:
Drug release from the tablet is pH independent. It is well absorbed with an absolute bioavailability of 60%-87%. OxyContin tablets exhibit a biphasic absorption patter with the initial release of Oxycodone followed by a prolonged release. Food generally has no significant effect. However, a high fat meal can increase absorption by 25%.

Metabolism:
Extensively metabolized to weaker and inactive metabolites, at least in part, by CYP 2D6

Elimination:
Eliminated primarily in the urine as the parent compound and its metabolites

Indications:
Oxycodone is indicated for the treatment of moderate to severe pain. Sustained release tablets are indicated for pain control when continuous, around-the-clock analgesia is indicated.

Dosage: 

Dosage must be individualized to patients based on their pain, concurrent medical diagnoses, and concurrent medications. In opioid naïve patients, the usual starting dose is 10 mg q12h. For patients currently on an opioid/Aspirin or Acetaminophen or NSAID, the usual starting dose is 10 mg to 30 mg q12h.

Dose reduction is required in patients with severe hepatic impairment.

When therapy with Oxycodone is no longer needed, the dose should be tapered to prevent signs and symptoms of withdrawal in the physically dependent patient.

OxyContin (sustained release) tablets are to be swallowed whole. They cannot be broken, crushed, or chewed.

Contraindications and Precautions: 

· Pregnancy category C

· Contraindicated in patients with a known or suspected hypersensitivity to Oxycodone or in any situation when an opioid would be contraindicated

· Contraindicated in patients with significant respiratory depression, acute or severe bronchial asthma, hypercarbia or paralytic ileus

· Oxycodone can cause severe hypotension

· Use with caution in patients with acute alcoholism, adrenocortical insufficiency, CNS depression or coma, delirium tremens, debilitated patients, kyphoscoliosis associated with respiratory depression, myxedema, urethral stricture, severe impairment of hepatic, pulmonary or renal function

· Use with mixed agonist/antagonist (pentazocine, Nalbuphine, or butorphanol) may reduce the analgesic effect of Oxycodone or may precipitate withdrawal symptoms

· Oxycodone is an opioid and has an abuse, addiction and dependence liability similar to morphine

· OxyContin tablets are controlled-release formulation and are not intended for prn analgesia

· Care must be taken when ordering sustained release OxyContin tablets as confusion and dispensing errors have been reported with Oxycodone. “Sustained Release” or “Immediate Release” should be included when the order is written.

Interactions: 

Because Oxycodone is partially metabolized by the CYP 2D6 isoenzymes, inhibitors and inducers of this system may affect its metabolism. However, studies with Quinidine, a know inhibitor of CYP 2D6, the pharmacodynamic effects of Oxycodone were unchanged.

Increased depressant effect should be expected when using with other CNS depressants such as alcohol, sedatives, hypnotics, phenothiazines, or centrally acting analgesics.

Adverse Reactions: 

The most common adverse reactions (>10%) include: hypotension, fatigue, drowsiness, dizziness, nausea, vomiting and muscular weakness. Less common adverse reactions (1% - 10%) include: nervousness, headache, restlessness, malaise, confusion, anorexia, stomach cramps, xerostomia, constipation, biliary spasm, ureteral spasms, decreased urination and dyspnea.

Costs and Monitoring: 

Monitoring should include pain relief, respiratory and mental status and blood pressure.

Based on the q12h dosing, the average cost of therapy is $ 2.00 - 11.00/day.

Product Identification: 

Tablets, sustained release: 10 mg, 20, mg, 40 mg, 80 mg, 160 mg

Conclusions: Like all the opioids, Oxycodone is an effective treatment of moderate to severe pain. Additionally, it is generally less nauseating than morphine and provides an alternative to pain control in patients who should not be treated with an opioid/acetaminophen combination such as those with liver dysfunction.

Recommendation: Add to formulary
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