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NAME:   Metoprolol succinate extended-release tablets (referred to here as metoprolol XL)

SYNONYM:   Toprol XL® (AstraZeneca)

USES:

      Appropriate Indications:

1.  Metoprolol XL doses <50 mg/day used in the treatment of stable NYHA Class II–III congestive heart failure patients with left ventricular systolic dysfunction.

      Inappropriate Uses:

1.  First-line therapy in treating congestive heart failure (therapy with ACE inhibitors, diuretics, and digoxin have not been maximized).

2.  Use for hypertension or angina. Treatment of these conditions may be initiated and maintained with immediate-release tablets. 

3.  Doses greater than or equal to 50 mg per day. These doses may be achieved with metoprolol immediate-release tablets.

4. Contraindicated in NYHA Class IV decompensated heart failure.

5. Contraindicated in severe bradycardia, heart block worse than first degree, cardiogenic shock, and sick sinus syndrome (unless a pacemaker is in place).

FORMULARY RESTRICTIONS:
· Restricted to use criteria.

· All doses ≥50 mg/d will be automatically converted to immediate-release metoprolol by pharmacy. Provider notification of conversion will be completed via e-mail.

DRUG THERAPY SELECTION: 
· Efficacy:

1. Metoprolol XL, a beta1-selective (cardioselective) adrenergic receptor-blocking agent, has been shown to significantly reduce mortality and cardiovascular hospitalizations in patients with stable symptomatic heart failure with left ventricular systolic dysfunction. 

2. Although there are no direct comparisons of survival data, metoprolol was equally effective at improving symptoms, quality of life, exercise capacity, and left ventricular ejection fraction when compared to carvedilol. 

3. Metoprolol XL is available in a strength that allows for low initial doses, which are essential in initiating beta-blocker therapy in patients with CHF.

· Safety:

1. Safety and efficacy have not been established in patients with NYHA Class IV heart failure.

2. Metoprolol XL is contraindicated in sinus bradycardia, heart block greater than first degree, cardiogenic shock, and overt cardiac failure. In hypertension and angina patients who have congestive heart failure controlled by digitalis and diuretics, metoprolol XL should be administered cautiously. Both digitalis and metoprolol XL slow AV conduction.

3. Dose should be titrated as blood pressure and CHF symptoms allow. Other concomitant medications may also require dosage adjustment (ACE inhibitor, diuretics, or digoxin).

4. Use with caution in patients with impaired hepatic function.

5. Hepatitis and arthralgia have been reported with metoprolol XL in the post-marketing setting.

· Cost:

	DRUG
	STRENGTH
	VA COST PER 100
	DOSAGE
	COST/

DAY
	COST/

MONTH

	Metoprolol XL
	25 mg
	$32.04
	12.5 mg QD
	$0.16
	$4.81

	
	
	
	25 mg QD
	$0.32
	$9.61

	Metoprolol XL
	50 mg
	$32.04
	50 mg QD
	$0.32
	$9.61

	Metoprolol XL
	100 mg
	$48.15
	100 mg QD
	$0.48
	$14.55

	Metoprolol XL
	200 mg
	$95.84
	200 mg QD
	$0.96
	$28.75

	Metoprolol IR
	50 mg
	$1.26
	25 mg BID
	$0.01
	$0.38

	
	
	
	50 mg BID
	$0.03
	$0.76

	Metoprolol IR
	100 mg
	$2.30
	100 mg BID
	$0.05
	$1.38

	Carvedilol (Coreg()
	3.125 mg
	$92.58
	3.125 mg BID
	$1.85
	$55.55

	Carvedilol (Coreg()
	6.25 mg
	$92.67
	6.25 mg BID
	$1.85
	$55.60

	Carvedilol (Coreg()
	12.5 mg
	$92.62
	12.5 mg BID
	$1.85
	$55.57

	Carvedilol (Coreg()
	25 mg
	$92.54
	25 mg BID
	$1.85
	$55.52


DUPLICATIVE THERAPY:

· Metoprolol should not be taken with other beta-blockers.

DOSING AND ADMINISTRATION:
· For all heart failure patients, administration of a beta-blocker should be gradual and progressive, starting with low doses. The initial starting dose of metoprolol XL in the MERIT-HF trial was 25 mg PO QD for class II and 12.5 mg PO QD for class III–IV patients. Doses were doubled every two weeks to a target dose of 200 mg PO QD as tolerated.

· Metoprolol XL should preferably be taken with meals.
· Although the tablets may be cut, they should not be chewed or crushed.

· Abrupt cessation of therapy has been associated with ischemic cardiac events. If discontinuation of chronic therapy becomes necessary, the dose should be tapered gradually over a period of 1–2 weeks, as tolerated.  

DRUG-DRUG INTERACTIONS:
· Catecholamine-depleting drugs (e.g., reserpine) may have an additive effect when given with beta-blocking agents. Patients treated with metoprolol XL plus a catecholamine depletor should therefore be closely observed for evidence of hypotension or marked bradycardia, which may produce vertigo, syncope, or postural hypotension.

· Concomitant therapy with inhibitors of CYP2D6 (e.g., quinidine, fluoxetine, paroxetine, propafenone) can be expected to increase the patient’s exposure to metoprolol.

LABORATORY INTERACTIONS:
· Not applicable.

RECOMMENDED MONITORING:
· Clinical signs and symptoms:

1. Baseline:

· Blood pressure, pulse.

· Signs and symptoms of CHF: weight gain, SOB, edema.

2. Every 1–2 weeks during initiation/titration of dose:

· Blood pressure, pulse.

· Signs and symptoms of CHF: weight gain, SOB, edema.

· Laboratory and other tests:

1. At baseline and after stabilization on maintenance dose:

· EKG, echocardiogram.

· Liver function tests.

· BUN and serum creatinine.

OUTCOME MEASURES:
· Therapeutic:

1. Control of signs and symptoms associated with CHF, or improvement in NYHA Class.

2. Increase in left ventricular ejection fraction.

3. Control of blood pressure (goal of <140/90).

· Safety/Adverse Effects:

1. Worsening of CHF (especially during initiation/titration of therapy).

2. Abdominal pain (especially associated with elevated liver function tests).

3. Dizziness, orthostatic hypotension.

4. Bradycardia, or heart block.

5. Headache.

6. Gastrointestinal effects, such as diarrhea.
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