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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, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Extended Release Tablets 500 mg and 750 mg

Bristol-Myers Squibb Company, Princeton, NJ 08543

	
	

	
	

	Summary of Findings:
	Glucophage XR is an extended release dose form that allows a more constant serum drug level.  Glucophage has previously been shown to be efficacious.
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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 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 guiding 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

Glucophage XR is an extended release dose form that allows a more constant serum drug level.  Glucophage has previously been shown to be efficacious.
Dosage Form(s)

500 mg and 750 mg extended release tablets

Manufacturer

Bristol-Myers Squibb Company, Princeton, NJ 08543

Indication(s)

Glucophage( XR, as a monotherapy, is indicated as an adjunct to diet and exercise to improve gycemic control in patients with type 2 diabets.  Glucophage( XR is indicated in patients 17 years of age and older.  It may be used concomitantly with a sulfonylurea or insulin to improve glycemic control in adults (17 years of age and older).

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Metformin decreases hepatic lucose production, decreases intestinal absorption of glucose, and improves insulin sensitivity by increasing peripheral glucose uptake and utilization.  Unlike sulfonylureas, metformin does not produce hypoglycemia in either patients with type 2 diabetes or normal subjects (except in special circumstances) and does not cause hyperinsulinemia.  With Metformin therapy insulin secretion remains unchanged while fasting insulin levels and day-long plasma insulin response may actually decrease.  Metaformin is excreted unchanged in the urine and does not undergo hepatic metabolism nor biliary excretion.

Adverse Effects

	Most Common Adverse Reactions (>5%) in a Placebo-Controlled Clinical Study of Glucophage( Monotherapy

	Adverse Reaction
	Glucophage( Monotherapy n=141
	Placebo n=145

	
	% of Patients

	Diarrhea
	53.2
	11.7

	Nausea/Vomiting
	25.5
	8.3

	Flatulence
	12.1
	5.5

	Asthenia
	9.2
	5.5

	Indigestion
	7.1
	4.1

	Abdominal Discomfort
	6.4
	4.8

	Headache
	5.7
	4.8


	Most Common Adverse Reactions (>5%) in Placebo-Controlled Studies of Glucophage(XR

	Adverse Reaction
	Glucophage(XR n=781
	Placebo n=145

	
	% of Patients

	Diarrhea
	9.6
	2.6

	Nausea/Vomiting
	6.5
	1.5


Diarrhea led to discontinuation of study medication in 0.6% of patients treated with Glucophage(XR.  Additionally, the following adverse reactions were reported in (1%(5% of Glucophage(XR patients and were more commonly reported with Glucophage(XR than placebo: abdominal pain, constipation, distension, abdomen, dyspepsia, heartburn, flatulence, dizziness, headache, upper respiratory infection, taste disturbance.

Drug Interactions

Beta Blockers

Dofetilide

Enalapril

Floroquinolones

Furosemide

Glucomannan

Guar Gum

Itraconazole

Liothyronine

Nifedipine

Phenprocoumon

St. John’s Wort

Ethanol

Cationic Drugs (such as) – Amiloride, Cimetidine, Cotrimoxazole, Digoxin, Iodianted contrast media, Morphine, Procainamide, Quinidine, Quinine, Ranitidine, Triamterene, Trimethoprim, Vancomycin may lead to lactic acidosis and should be used with caution and monitored.

Drugs that can reduce glucose levels in their own right can have an additive effect leading to severe hypoglycemia.  Examples include: Aloe, Bitter Melon, Fenugreek, Ginseng, Gymnema Sylvestre, Monoamine Oxidase Inhibitors, Psylllium and Thioctic Acid.

Dosage and Administration

There is no fixed dosage regimen for the management of hyperglycemia in patients with type 2 diabetes with Glucophage( or Glucophage(XR or any other pharmacologic agent.  Dosage must be individualized on the basis of both effectiveness and tolerance while not exceeding 2000 mg of Glucophage(XR daily in an adult patient.  Glucophage(XR should generally be given once daily with the evening meal.  Glucophage(XR should be started at a low dose, with gradual dose escalation, both to reduce gastrointestinal side effects and to permit identification of the minimum dose required for adequate glycemic control of the patient.  Glucophage(XR tablets must be swallowed whole and never crushed or chewed.  The usual starting dose of Glucophage(XR is 500 mg once daily with the evening meal.  Dosage increases should be made in increments of 500 mg weekly, up to a maximum of 2000 mg once daily with the evening meal.  If glycemic control is not achieved on Glucophage(XR 2000 mg once daily, a trial of Glucophage(XR 1000 mg twice daily should be considered.

Cost Comparison (at commonly used dosages)

	DRUG
	STRENGTH
	AWP COST

	Glucophage(XR
	500 mg
	$0.83

	Glucophage(XR
	750 mg
	$1.25

	Glucophage(
	500 mg
	$0.82

	Glucophage(
	850 mg
	$1.39

	Glucophage(
	1000 mg
	$1.68

	Metformin
	500 mg
	$0.71

	Metformin
	850 mg
	$1.20

	Metformin
	1000 mg
	$1.45


Conclusion

Glucophage XR is an extended release dose form that allows a more constant serum drug level.  Glucophage has previously been shown to be efficacious.
Recommendation(s)

It is recommended that Glucophage XR be given open access status.
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