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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each Combunox tablet contains 400 mg of Ibuprofen and 5 mg Oxycodone. Forest Pharmaceuticals, Inc., St. Louis, MO 63045

	
	

	Summary of Findings:
	Oxycodone and ibuprofen is a Schedule II controlled substance that has demonstrated efficacy for the short term management of acute, moderate to severe pain.  It is the first available fixed-dose combination product containing the opioid, oxycodone, and the NSAID, ibuprofen.  This combination product provides for patient convenience, but cost will be an important consideration in drug selection. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

	
	
	

	Type of Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
	 FORMCHECKBOX 
 Non-Preferred Agent

	
	 FORMCHECKBOX 
 Appropriate Indications
	 FORMCHECKBOX 
 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
The FDA approval of Combunox provides physicians with a unique new option for managing the type of pain experienced by many patients each year following surgery or injury.  Combunox, is a fixed-dose combination of the centrally-acting opioid, oxycodone (5 mg), and the NSAID, ibuprofen (400 mg).

Dosage Form(s)1
Each Combunox tablet contains 400 mg of Ibuprofen and 5 mg Oxycodone.
Manufacturer
Forest Pharmaceuticals, Inc., St. Louis, MO 63045
Indication(s)1
Combunox is indicated for short term (no more than 7 days) management of acute, moderate to severe pain.
Clinical Efficacy1-10 (mechanism of action/pharmacology, comparative efficacy)
Combunox, is a fixed-dose combination of the centrally-acting opioid, oxycodone (5 mg), and the NSAID, ibuprofen (400 mg).  The analgesic action of oxycodone is produced via its interaction with mu opioid receptors.  It is chemically similar to codeine, but is generally considered to be ten times more potent than codeine and 1.5 times more potent than hydrocodone as a narcotic analgesic.  Ibuprofen is a NSAID with analgesic, antipyretic, and anti-inflammatory activity.  Its mechanism of action is related to peripheral inhibition of the enzyme cyclooxygenase (COX), inhibiting both COX-1 and COX-2.

Pharmacokinetics1,4,8-10
	
	IBUPROFEN
	OXYCODONE

	Elimination Half Life (T½)
	1.8 – 2.6 hours
	3.1 –3.7 hours

	Protein Binding
	99%
	45%

	Metabolism
	Hydroxylation, carboxylation, and conjugation in liver to inactive metabolites.
	N-demethylation, O-demethylation 6-ketoreduction and glucuronidation in liver.

	Excretion
	Urine
	Urine


The approval of oxycodone and ibuprofen was based upon a review of efficacy data from three double-blind, placebo-controlled clinical trials involving more than 1,400 patients with moderate to severe pain.  In these single-dose studies, oxycodone and ibuprofen produced a greater magnitude of analgesia over six hours compared to placebo. No multiple dose efficacy studies have been conducted and clinical comparisons with other opioid/ibuprofen or opioid/acetaminophen combinations are limited.

Clinical Studies

Acute, Moderate to Severe Pain – Study 11
	Design
	Three double-blind, placebo-controlled clinical trials (N=1,405)

	Inclusion Criteria
	Patients with acute, moderate to severe pain (2 studies involving 949 patients following dental surgery (removal of ipsilateral molars) and a study of 456 patients following abdominal/pelvic surgery).

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients received a single dose of oxycodone (5 mg) and ibuprofen (400 mg), ibuprofen alone (400 mg), oxycodone alone (5 mg), or placebo.

	Results
	The combination of oxycodone and ibuprofen produced greater analgesia than oxycodone alone, ibuprofen alone, and placebo as measured by the magnitude of pain relief and the reduction in pain intensity through six hours.

	Safety
	Not specified.


Contraindications1
· Hypersensitivity to any product components or other opioids.

· Patients with significant respiratory depression (in unmonitored settings or the absence of resuscitative equipment).

· Patients with acute or severe bronchial asthma or hypercarbia.

· Patients who has or suspected of having paralytic ileus.

· Patients who have experienced asthma, urticaria, or allergic-type reactions after taking aspirin or other NSAIDs.

Warnings and Precautions1
· Opioid agonists have the potential for being abused and are sought by abusers or people with addiction disorders, and are subject to diversion.

· Oxycodone may produce dose-related respiratory depression and irregular and periodic breathing.  Use extreme caution in patients with significant COPD or cor pulmonale, and in patients having substantially decreased respiratory reserve, hypoxia, hypercapnia, or pre-existing respiratory depression.

· Use with extreme caution in the elderly and debilitated patients (greater risk of GIT bleeds and/or respiratory depression).

· May cause severe hypotension in an individual whose ability to maintain blood pressure has been compromised by a depleted blood volume, or after concurrent administration with drugs such as phenothiazines or other agents which compromise vasomotor tone.

· Administer with caution to patients in circulatory shock.

Adverse Effects1
	
	Ibuprofen/Oxycodone
	Placebo

	Dizziness
	5.1%
	2.5%

	Flatulence
	1%
	0%

	Nausea
	8.8%
	6.7%

	Somnolence
	7.3%
	2.2%

	Sweating
	1.6%
	0.3%

	Vomiting
	5.3%
	3.2%


Drug Interactions1
· CYP 2D6 inhibitors (clinical significance is unknown)

· Anticholinergics (paralytic ileus)

· CNS depressants (additive CNS depression)

· Mixed agonist/antagonist opioid analgesics (i.e., pentazocine, nalbuphine, butorphanol, and buprenorphine-may reduce analgesic effect and/or precipitate withdrawal symptoms).

· MAO inhibitors (may intensify opioid effects)

· Neuromuscular blocking agents (increased respiratory depression)

· ACE inhibitors (NSAIDs may diminish antihypertensive effect)

· Aspirin (potential for increased adverse effects)

· Diuretics (ibuprofen may reduce natriuretic effect and/or cause renal failure)

· Lithium (ibuprofen may elevate plasma lithium levels)

· Methotrexate (ibuprofen may enhance toxicity)

· Warfarin (ibuprofen may increase risk of GI bleeding)

Dosage and Administration1

Usual Dose:  One tablet for acute moderate to severe pain.  Dosage should not exceed 4 tablets in a 24-hour period and therapy should not exceed 7 days.

Costs (at commonly used dosages)

COST (AWP) *
	DRUG
	STRENGTH/DOSE
	COST/TABLET

	Combunox
	400 mg Ibuprofen & 5 mg oxycodone
	$1.44

	Oxycodone (generic)
	5 mg
	$0.36

	Ibuprofen
	400 mg
	$0.20


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Oxycodone and ibuprofen is a Schedule II controlled substance that has demonstrated efficacy for the short term management of acute, moderate to severe pain.  It is the first available fixed-dose combination product containing the opioid, oxycodone, and the NSAID, ibuprofen.  This combination product provides for patient convenience, but cost will be an important consideration in drug selection.

Recommendation

The Division recommends that Combunox have a clinical edit. 
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