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Executive Summary 

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

	
	

	
	

	Dosage Forms & Manufacturer:
	Each white, oval filmcoated bilayer tablet contains amoxicillin 1000 mg and 62.5 mg of clavulanic acid/ GlaxoSmithKline, Research Triangle Park, NC 27709.

	
	

	
	

	Summary of Findings: 
	It is recommended that Augmentin XR( be available to prescribers via open access.
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Purpose

The purpose of this monograph is to provide an extensive review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug or not (open access). 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 o f 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 1-3
Augmentin XR( is a new formulation of amoxicillin/clavulanic acid. This combination of an aminopenicillin (amoxicillin) and a (-lactamase inhibitor (clavulanic acid) is available in different combinations. In general, the amount of clavulanic acid has been decreasing over the last few years in order that larger doses of amoxicillin can be administered without increasing the incidence of diarrhea associated with the (-lactamase inhibitor. Augmentin XR( contains the highest amount of amoxicillin (1000 mg) of any marketed product.

Augmentin XR( is specifically indicated for two infections (community-acquired pneumonia or acute bacterial sinusitis) that are due to bacterial strains with reduced susceptibility to penicillin. Thus, it is labeled as second-line therapy. 

Dosage Form1
Each white, oval filmcoated tablet bilayer tablet contains:

· Amoxicillin………………..1000 mg

· Clavulanic acid……………62.5 mg

Manufacturer 1
Manufactured by:
GlaxoSmithKline, Research Triangle Park, NC 27709

Indications 1
Augmentin XR( is indicated for treatment of patients with community-acquired pneumonia or acute bacterial sinusitis due to confirmed, or suspected (-lactamase producing pathogens (i.e., Haemophilus influenzae, Moraxella catarrhalis, Haemophilus parainfluenzae, Klebsiella pneumoniae, or methicillin-susceptible Staphyloccocus aureus) and Streptoccocus pneumoniae with reduced susceptibility to penicillin (i.e., penicillin MICs = 2 (g/mL). Augmentin XR( is not indicated for the treatment of infections due to S. pneumoniae with penicillin MICs > 4 (g/mL. 

Clinical Efficacy 1,4 

Amoxicillin is a semisynthetic penicillin derivative with in vitro activity against a wide range of gram-positive and gram-negative organisms, including those implicated in community-acquired pneumonia and acute bacterial sinusitis. Amoxiciilin is subject to degradation by (-lactamase; the (-lactamase inhibitor clavulanic acid protects amoxicillin, extending its spectrum.

In clinical studies evaluating Augmentin XR( for the treatment of community-acquired pneumonia, data demonstrating its efficacy in patients who had disease due to S. pneumoniae with reduced susceptibility to penicillin were analyzed from three controlled clinical studies and one non-comparative study. Overall, in the Intent-to-Treat population, those with isolates with minimum inhibitory concentrations (MIC) =2.0 (g/mL demonstrated clinical success rates of 92.9%; those with isolates with MIC > 2.0 (g/mL demonstrated clinical success rates of 85.0%; and those with isolates with MIC = 4.0 (g/mL demonstrated  clinical success rates of 66.7%.

In clinical studies evaluating Augmentin XR( for the treatment of acute bacterial sinusitis, data demonstrating its efficacy in patients who had disease due to S. pneumoniae with reduced susceptibility to penicillin were analyzed from two open-label non-comparative clinical trials. Overall, in the Intent-to-Treat population, those with isolates with MIC =2.0 (g/mL demonstrated clinical success rates of 94.1%; those with isolates with MIC > 2.0 (g/mL demonstrated  clinical success rates of 96.2%; and those with isolates with MIC = 4.0 (g/mL demonstrated  clinical success rates of 100%.  

Contraindications1
Augmentin XR( is contraindicated in those with a history of allergic reaction to any penicillin. As well, Augmentin XR( is contraindicated in those with severe renal impairment (creatinine clearance < 30 mL/minute) and in hemodialysis patients.

Warnings1
As with any penicillin, there is a risk of fatal hypersensitivity reactions, most likely to occur in those with a history of penicillin allergy. Pseudomembranous colitis is a risk with nearly all antibacterial agents, including Augmentin XR(. This agent should be used cautiously in patients with hepatic dysfunction, although hepatic toxicity associated with Augmentin XR( is usually reversible.
Adverse Effects1
The most frequently observed adverse effects with Augmentin XR( were diarrhea, nausea, genital moniliasis, and abdominal pain. 

Other adverse reactions, observed with the ampicillin class of antibiotics include gastrointestinal effects, such as vomiting, indigestion, gastritis, stomatitis, glossitis, black “hairy” tongue, mucocutaneous candidiasis, enterocolitis, hemorrhagic/pseudomembranous colitis. Hypersensitivity reactions, including skin rashes, pruritis, urticaria, angioedema, serum sickness-like reactions, erythema multiforme, acute generalized exanthematous pustolosis, and exfoliative dermatitis have been reported. Hepatic dysfunction, demonstrated by increases in serum transaminases is observed more commonly in the elderly, males, and in those on prolonged treatment regimens. Renal adverse effects include interstitial nephritis and hematuria.  Central nervous system adverse effects include agitation, anxiety, behavioral changes, confusion, convulsions, dizziness, headache, insomnia, and reversible hyperactivity.  Hematologic adverse reactions with the penicillins include hemolytic anemia, thrombocytopenia, thrombocytopenic purpura, eosinophilia, leukopenia, and agranulocytosis.

Drug Interactions1
Probenecid decreases the renal tubular secretion of amoxicillin, increasing and prolonging blood levels of amoxicillin. Concurrent use of amoxicillin and allopurinol increases the risk of rashes, compared to the use of amoxicillin alone.

Augmentin XR( administration may result in false-positive readings of urine glucose tests; those tests using enzymatic glucose oxidase reactions are recommended instead. 

Dosage and Administration1
Acute bacterial sinusitis:
· Two tablets every 12 hours for 10 days

Community-acquired pneumonia:

· Two tablets every 12 hours for 7-10 days

Use in Other Populations1
Pregnancy: Pregnancy Category B

Nursing Mothers: Ampicillin class antibiotics are excreted in the milk. Caution should be exercised when Augmentin XR( is administered to a nursing woman.

Pediatric Use: Use of Augmentin XR( in patients younger than 16 years has not been established.

Geriatric Use: No difference in the safety and effectiveness of Augmentin XR( in older patients versus younger patients were observed in clinical studies.

Cost Comparison (at commonly used dosages)5,6
Augmentin XR( is not a first line agent for the treatment of community-acquired pneumonia or acute bacterial sinusitis in adults and is not recommended at all for children.  Regarding cost, it should be compared to other agents used when reduced susceptibility of S. pneumoniae to penicillins is suspected or documented.

	Drug (generic name)
	Dose
	Cost for 7-14 days of treatment

($)

	Augmentin XR( (amoxicillin/clavulanic acid)
	2000 mg  (2 tablets) every 12 hours
	75.44 – 150.88

	Amoxil (amoxicillin)
	500 mg (1 tablet) every 12 hours (sinusitis)

500 mg (1 tablet) every 8 hours 

or 

875 mg (1 tablet) every 12 hours (pneumonia)
	5.32 – 10.64

7.98 – 15.96

14.32 – 28.62



	Vantin (cefpodoxime)*
	200 mg (1 tablet) every 12 hours
	52.34 – 104.68

	Cefzil(cefprozil)*
	500 mg (1 tablet) every 12 hours
	117.30 – 234.60

	Ceftin (cefuroxime)**
	500 mg (1 tablet) every 12 hours
	122.06 – 244.12

	Avelox (moxifloxacin)
	400 mg (1 tablet) daily
	65.96 – 131.92

	Levaquin (levofloxacin)
	500 mg (1 tablet) daily
	64.55 – 129.10

	Tequin (gatifloxacin)
	400 mg (1 tablet) daily
	60.43 – 120.86


* Not FDA approved for treatment of acute bacterial sinusitis

**Not FDA approved for treatment of community-acquired pneumonia

Facts and Comparisons (Medi-Span), St Louis, MO; October 2002
Conclusion 2,3
Augmentin XR( is a second line therapy for community-acquired pneumonia and 

acute bacterial sinusitis.  Appropriate patients include those who have failed a regimen of another agent when drug resistant S. pneumoniae is suspected or documented .   Additionally, those at risk for drug resistant S. pneumoniae include age > 65 years, beta-lactam therapy in the last three months, alcoholism, chronic diseases, immunosuppression, and exposure to children in day care.

As shown in the table below, Augmentin( has numerous dosage forms. Except for the few cases where there is a generic equivalent, the forms are not interchangeable due to differing amounts of clavulanic acid.  Therefore, there is no appropriate substitution for Augmentin XR( by other forms of Augmentin(.

	Dosage Form
	Amoxicillin Component

(mg)
	Clavulanic Acid Component

(mg)

	Augmentin XR( tablet
	1000
	62.5

	Augmentin( chewable tablet
	125

250
	31.25

62.6

	Augmentin( powder for suspension
	125/5 ml

250/5ml
	31.25/5 ml

62.5/5ml

	Augmentin ES-600( powder for suspension
	600/5ml
	42.9/5 ml

	Amoxicillin/Clavulanic generic oral tablet
	500

875
	125

125

	Amoxicillin/Clavulanic generic chewable tablet
	200

400
	28.5

57

	Amoxicillin/Clavulanic generic powder for suspension
	200/5ml

400/5ml
	28.5/5 ml

57/5ml


Recommendation

It is recommended that Augmentin XR( be removed from prior authorization approval to open access status.
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