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Drug Monograph

	Drug/Drug Class:
	 Moexipril / ACE Inhibitor

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	Heritage Information Systems, Inc.


 FORMCHECKBOX 
 New Criteria


 FORMCHECKBOX 
 Revision of Existing Criteria

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:
	Each 7.5 mg tablet contains Moexipril 7.5 mg.  Each 15 mg tablet contains Moexipril 15 mg.

Kremers Urban, Mequon, WI 53092

	
	

	
	

	Summary of Findings:
	Schwarz Pharma is the manufacturer for Univasc the branded product Moexipril.  Kremers Urban is a subsidiary of Schwarz Pharma and is now marketing generic Moexipril.  The pricing of this generic drug is not that competitive compared to the pricing of other generic ACE inhibitors.  Moexipril’s one advantage might be it’s once a day dosing. 
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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 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

Kremers Urban introduces a generic of the ACE inhibitor, Univasc (moexipril).  Univasc is made by Schwarz Pharma and Kremers Urban is a subsidiary of Schwarz Pharma.

Dosage Form(s)

Each 7.5 mg tablet contains Moexipril 7.5 mg.  Each 15 mg tablet contains Moexipril 15 mg.

Manufacturer
Kremers Urban, Mequon, WI 53092

Indication(s)

Moexipril is indicated for treatment of patients with hypertension. It may be used alone or in combination with thiazide diuretics.  In using Moexipril, consideration should be given to the fact that another ACE inhibitor, captopril, has caused agranulocytosis, particularly in patients with renal impairment or collagen-vascular disease. Available data are insufficient to show that Moexipril does not have a similar risk.  In considering use of Moexipril, it should be noted that in controlled trials ACE inhibitors have an effect on blood pressure that is less in black patients than in nonblacks.  In addition, ACE inhibitors (for which adequate data are available) cause a higher rate of angioedema in black than in non-black patients.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Moexipril hydrochloride is a prodrug for moexiprilat, which inhibits ACE in humans and animals.  The mechanism through which moexiprilat lowers blood pressure is believed to be primarily inhibition of ACE activity.  ACE is a peptidyl dipeptidase that catalyzes the conversion of the inactive decapeptide angiotensin I to the vasoconstrictor substance angiotensin II.  Angiotensin II is a potent peripheral vasoconstrictor that also stimulates aldosterone secretion by the adrenal cortex and provides negative feedback on renin secretion.  ACE is identical to kinase II, an enzyme that degrades bradykinin, an endothelium-dependent vasodilator.  Moexiprilat is about 1000 times as potent as moexipril in inhibiting ACE and kininase II.  Inhibition of ACE results in decreased angiotensin II formation, leading to decreased vasoconstriction, increased plasma renin activity, and decreased aldosterone secretion.  The latter results in diuresis and natriuresis and a small increase in serum potassium concentration (mean increases of about 0.25 mEq/L were seen when moexipril was used).  Whether increased levels of bradykinin, a potent vasodepressor peptide, play a role in the therapeutic effects of moexipril remains to be elucidated. Although the principal mechanism of moexipril in blood pressure reduction is believed to be through the renin-angiotensin-aldosterone system, ACE inhibitors have some effect on blood pressure even in apparent low-renin hypertension.  Moexipril (both measuring the metabolite moexiprilat) is markedly affected by food, which reduces the peak plasma level.  The time of peak plasma concentration (Tmax) of moexiprilat is about 11.2 hours and elimination half-life (t1.2) is estimated at 2 to 9 hours in various studies, the variability reflecting a complex elimination pattern that is not simply exponential.  In controlled trials, the peak effects of orally administered moexipril increased with the dose administered over a dose range of 7.5 to 60 mg, given once a day.  Antihypertensive effects were first detectable about 1 hour after dosing, with a peak effect between 3 and 6 hours after dosing. Just before dosing (i.e., at trough), the antihypertensive effects were less prominently related to dose and the antihypertensive effect tended to diminish during the 24-hour dosing interval when the drug was administered once a day.  In multiple dose studies in the dose range of 7.5 to 30 mg once daily, Moexipril lowered sitting diastolic and systolic blood pressure effects at trough by 3 to 6 mmHg and 4 to 11 mmHg, more than placebo, respectively. There was a tendency toward increased response with higher doses over this range. These effects are typical of ACE inhibitors but, to date, there are no trials of adequate size comparing moexipril with other antihypertensive agents.  The trough diastolic blood pressure effects of moexipril were approximately 3 to 6 mmHg in various studies. Generally, higher doses of moexipril leave a greater fraction of the peak blood pressure effect still present at trough. During dose titration, any decision as to the adequacy of a dosing regimen should be based on trough

blood pressure measurements. If diastolic blood pressure control is not adequate at the end of the dosing interval, the dose can be increased or given as a divided (BID) regimen.

During chronic therapy, the antihypertensive effect of any dose of Moexipril is generally evident within 2 weeks of treatment, with maximal reduction after 4 weeks.  The antihypertensive effects of Moexipril have been proven to continue during therapy for up to 24 months.  Moexipril, like other ACE inhibitors, is less effective in decreasing trough blood pressures in blacks than in non-blacks. Placebo-corrected trough group mean diastolic blood pressure effects in blacks in the proposed dose range varied between +1 to -3 mmHg compared with responses in non-blacks of -4 to -6 mmHg.

Warnings and Precautions

Contraindications

· ACE inhibitor-induced angioedema, history of angioedema

· Hypersensitivity to Moexipril / other ACE inhibitors

· Pregnancy

Precautions

· Apheresis (low-density lipoprotein) with dextran sulfate absorption (anaphylactoid reactions reported)

· Congestive heart failure, severe

· Collagen vascular disease (risk of neutropenia/agranulocytosis)

· Cough

· Excessive hypotension – volume depletion

· Hemodialysis with high flux membrane (anaphylactoid reactions reported)

· Hepatic dysfunction

· Hymenoptera desensitization

· Hyperkalemia

· Neutropenia, agranulocytosis

· Renal impairment

· Stenosis, renal

· Surgery / anesthesia

Adverse Effects

Common adverse effects are: cough, diarrhea, dizziness, fatigue, hyperkalemia, rash.  Rare adverse events are angina, myocardial infarction and arrhythmia

Drug Interactions

Azathioprine, bupivacaine, capsaicin, loop diuretics, ma huang, potassium, potassium-sparing diuretics, thiazide diuretics and yohimbine.

Dosage and Administration

Hypertension: initial, 7.5 mg orally once daily

Hypertension: maintenance, 7.5-30 mg orally once daily or in 2 divided doses.

Renal impairment patients: initial, 3.75 mg once daily with caution, may be titrated to MAX 15 mg/day.

Elderly: dose selection should be cautious, usually starting at the low end of the dosing range.

Note: Give on an empty stomach one hour before meals.

Cost Comparison (at commonly used dosages)

	DRUG
	STRENGTH
	COST AWP

	Univasc
	7.5 mg
	$1.10

	Moexipril
	7.5 mg
	$0.88

	Univasc
	15 mg
	$1.10

	Moexipril
	15 mg
	$0.88

	Enalapril
	5 mg
	$0.08*

	Enalapril
	10 mg
	$0.09*

	Vasotec
	5 mg
	$1.20

	Vasotec
	10 mg
	$1.25


* MAC

Conclusion

Schwarz Pharma is the manufacturer for Univasc the branded product Moexipril.  Kremers Urban is a subsidiary of Schwarz Pharma and is now marketing generic Moexipril.  The pricing of this generic drug is not that competitive compared to the pricing of other generic ACE inhibitors.  Moexipril’s one advantage might be it’s once a day dosing. 

Recommendation

It is recommended that Moexipril be placed on clinical edit status.
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