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Class: 
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Heart Failure 
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 New Criteria    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, require a clinical edit or require prior authorization 
for use.  

  

Dosage Forms & 
Manufacturer: 

Corlanor™ is available in tablets containing 5 mg and 7.5 mg of ivabradine 
hydrochloride respectively. 
 
Amgen Inc. 
Thousand Oaks, CA 91320 

  

Summary of 
Findings: 

Corlanor™ demonstrated efficacy in the randomized, double-blind, placebo-
controlled SHIFT trial that included 6505 patients with stable NYHA class II to 
IV heart failure, a left ventricular ejection fraction of 35% or less, and a resting 
heart rate of at least 70 beats/minute, who were stable on standard regimens 
including maximally tolerated doses of beta-blockers. Ivabradine significantly 
reduced the composite outcome of cardiovascular death or hospitalization 
due to worsening heart failure by 18% compared with placebo. The effect was 
due to a reduced rate of hospitalization for worsening heart failure in 
ivabradine patients (15.6% vs 20.2%); there was no difference in 
cardiovascular mortality between groups. Benefits diminished with increasing 
beta blocker doses, with minimal benefit in patients who were receiving the 
guideline-recommended doses. 

  
Status 
Recommendation: 

 Prior Authorization (PA) Required 
 Clinical Edit 

 Open Access 
 PDL 

   
Type of PA 
Criteria: 

 Increased Risk of ADE 
 Appropriate Indications 

 Preferred Agent 
 Non-Preferred Agent 
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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, 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(3) 
Chronic heart failure is a common and debilitating condition in which the heart is unable to pump 
enough blood throughout the body.   
 

Dosage Form(s) (1) 
Corlanor™ is available in tablets containing 5 mg and 7.5 mg of ivabradine hydrochloride 
respectively. 
 

Manufacturer (1) 
Amgen Inc., Thousand Oaks, CA 91320 
 

Indication(s) (1) 
Corlanor™ is indicated for the treatment of stable, symptomatic chronic heart failure to reduce the 
risk of hospitalization for worsening disease, in patients with an ejection fraction of 35% or less who 
are in sinus rhythm, have a resting heart rate of at least 70 beats per minute, and are receiving 
maximally tolerated doses of beta-blockers (or have a contraindication to beta-blocker use). 
 

Clinical Efficacy (1,2) (mechanism of action/pharmacology, comparative efficacy)  

Corlanor™ reduces spontaneous pacemaker activity at the cardiac sinus node by blocking the 
hyperpolarization-activated cyclic nucleotide-gated (HCN) channel, which selectively inhibits 
the I(f) current and reduces heart rate. Ventricular repolarization and myocardial contractility are 
not affected. 
 
Pharmacokinetics 

                           Corlanor 

Volume of distribution 100 L 

Metabolism Liver and intestines via CYP3A4 to S 18982 metabolite (active) 

Excretion Urine (4%, unchanged) 

Half-life 6 hours 

Protein binding 70% 
 

Shift Trial 

Corlanor, compared with placebo, reduced the composite outcome of cardiovascular death or 
hospitalization due to worsening heart failure in patients with stable heart failure. 
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STUDY DESIGN Randomized, double-blind, placebo-controlled clinical trial (n=6505). 

INCLUSION 

CRITERIA 

Patients with stable NYHA class II to IV heart failure, a left ventricular 

ejection fraction of 35% or less, and a resting heart rate of at least 70 

beats/minute, who were stable on standard regimens (eg, maximally 

tolerated doses of beta-blockers, ACE inhibitors or angiotensin II receptor 

blockers, spironolactone, and diuretics) and had a hospitalization for heart 

failure within the preceding 12 months. 

EXCLUSION 

CRITERIA 

Not specified. 

TREATMENT 

REGIMEN 

Patients were treated with Corlanor 5 mg orally twice daily, adjusted to 

maintain the resting heart rate between 50 and 60 beats/minute, or 

placebo. 

RESULTS After a median follow-up of 22.9 months, Corlanor significantly reduced 

the composite outcome of cardiovascular death or hospitalization due to 

worsening heart failure by 18% compared with placebo. The effect was 

due to a reduced rate of hospitalization for worsening heart failure in 

Corlanor patients (15.6% vs 20.2%); there was no difference in 

cardiovascular mortality between groups. Corlanor also significantly 

reduced the risk of total, second, and third hospitalizations for worsening 

heart failure, as well as hospitalizations for any cause and for 

cardiovascular causes. Benefits diminished with increasing beta-blocker 

doses, with minimal benefit in patients who were receiving the guideline-

recommended doses. At baseline, just 26% of patients were receiving 

guideline-recommended target doses. 

SAFETY Not specified. 

 

 

Contraindications (1) 
 Acute decompensate heart failure 

 Blood pressure < 90/50 mmHg 

 Concomitant use with strong CYP3A4 inhibitors 

 Pacemaker dependence 

 Resting heart rate < 60 beats per minute before treatment 

 Severe hepatic impairment 

 Sick sinus syndrome, sinoatrial block, or third-degree atrioventricular block, except in 

 presence of functioning demand pacemaker 
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Warnings and Precautions (1) 
 Embryofetal toxicity; effective contraception required in women of childbearing potential. 

 Avoid use with second-degree AV block in patients without a functioning demand 
pacemaker. 

 Use not recommended in patients with demand pacemakers set to 60 or more beats per 
minute. 

 Increased risk of atrial fibrillation; monitoring recommended; discontinue use if develops. 

 Bradycardia has been reported; increased risk with sinus node dysfunction, conduction 
defects, ventricular dyssynchrony, and use of concomitant negative chronotropes (eg, 
digoxin, diltiazem, verapamil, amiodarone); monitoring recommended. 

 Sinus arrest and heart block have been reported. 

 Avoid use with verapamil or diltiazem. 

 Avoid use with CYP3A4 inducers or moderate CYP3A4 inhibitors. 
 

Adverse Effects (1) 
 

Most Common, ≥ 1% Corlanor™  
 

(n=3260) 

Placebo 
 

(n=3278) 

Bradycardia 
10% 2.2% 

Hypertension 
8.9% 7.8% 

Atrial fibrillation 
8.3% 6.6% 

Phosphenes/visual brightness 
2.8% 0.5% 

 

Drug Interactions (1) 
 CYP3A inducers: rifampin, phenytoin, carbamazepine, St John's wort 

 CYP3A inhibitors: itraconazole, ketoconazole, clarithromycin, diltiazem, verapamil, ritonavir 

 Negative chronotropic agents: beta-blockers, digoxin, amiodarone 
 

Dosage and Administration (1) 
The recommended dose is 5 mg orally twice daily with food; adjust dose after 2 weeks to 
achieve a resting heart rate of 50 to 60 beats/minute; maximum dose, 7.5 mg twice daily. 
Conduction defects or risk of hemodynamic compromise: initial dose, 2.5 mg twice daily. 
 

Cost   
 

GENERIC 
NAME 

BRAND 
NAME 

MANUFACTURER STRENGTH DOSE COST*/ 
MONTH 

Ivabradine Corlanor Amgen 5 mg tablets 1 tablet twice 
daily 

$375 

7.5 mg 
tablets 

1 tablet twice 
daily 

$375 

* Wholesale Acquisition Cost 
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Conclusion 
Corlanor™ is an oral agent with a novel mechanism of action approved for the treatment of stable, 

symptomatic chronic heart failure to reduce the risk of hospitalization for worsening disease. It is 

indicated for patients with an ejection fraction of up to 35% who are in sinus rhythm, have a resting 

heart rate of at least 70 beats per minute, and are receiving maximally tolerated doses of beta-

blockers (or have a contraindication to beta-blocker use). Corlanor inhibits the I(f) current in the 

sinoatrial node, specifically lowering the heart rate without affecting myocardial contractility, blood 

pressure, or conduction. In the randomized, double-blind, placebo-controlled SHIFT trial (n=6505), 

Corlanor significantly reduced the composite outcome of cardiovascular death or hospitalization 

due to worsening heart failure by 18% compared with placebo. The effect was due to a reduced 

rate of hospitalization for worsening heart failure in Corlanor patients (15.6% vs 20.2%); there was 

no difference in cardiovascular mortality between groups. Benefits diminished with increasing beta-

blocker doses, with minimal benefit in patients who were receiving the guideline-recommended 

doses. The most common adverse effects include bradycardia, hypertension, and atrial fibrillation. 

Recommendation 

The Division recommends adding this drug as a clinical edit. 
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