(RegenceRy

Therapeutic Class Review™

Ranolazine (Ranexa™)

July 2006
New Product for Review: Dossier Provided by Manufacturer: Yes
ranolazine (Ranexa™) [CV Therapeutics™] Dossier Evaluation: 1

1- dossier w/missing components
2- all components present, except pharmacoeconomic model
3- all components present (comprehensive)

Available Therapeutic Alternatives for Treatment of Chronic Angina:

Preferred/Formulary Non-preferred/non-formulary

BETA-BLOCKERS

atenolol (Tenormin®) [generics]

metoprolol (Lopressor®) [generics]
metoprolol ERT (Toprol-XL®) [AstraZeneca]
nadolol (Corgard®) [generics]

CALcluM CHANNEL BLOCKERS
dihydropyridines

felodipine (Plendil®) [generics] amlodipine (Norvasc®) [Pfizer]
nifedipine ERT (Procardia XL®) [generics]
non-dihydropyridines

diltiazem ERC (Cardizem® CD) [generics]
verapamil ERT (Isoptin® SR) [generics]
NITRATES (LONG-ACTING)

isosorbide dinitrate (Dilatrate®-SR) [generics]
isosorbide mononitrate (Imdur®) [generics]

Reason for Review

e To determine formulary status for ranolazine (Ranexa™), a new medication indicated for the
treatment of chronic angina in patients who have not responded to conventional antianginal
therapies.

Executive Summary

e Because of safety concerns, ranolazine (Ranexa) has FDA labeling only in patients who have inadequate
response to other antianginal medications.

Page 1 of 5
© 2006 RegenceRx. All rights reserved.



Like other antianginal medications, ranolazine (Ranexa) does not modify the underlying disease process
responsible for anginal pain (coronary artery disease).

There are no studies with ranolazine (Ranexa) that evaluate clinical outcomes such as reduction in risk
of myocardial infarction (Ml), death, or improved patient survival.

There are many generic/preferred options for treatment of chronic angina:

- Beta-blockers (first-line)

- Long-acting calcium channel blockers (first/second-line)

- Long-acting nitrates (third-line).

Risk of QT prolongation with ranolazine (Ranexa) is a potentially significant safety concern.

The benefits of ranolazine (Ranexa) only outweigh the risk in patients whose symptoms are not
controlled with other antianginal agents.

Evidence

There is no useful evidence that ranolazine (Ranexa) provides clinically meaningful benefit in the
treatment of chronic angina.

Ranolazine (Ranexa):

- Has no evidence of additional benefit over optimized antianginal medication therapy.

- Has not been proven to be similar or superior to other antianginal treatment options.

- Has not been studied in patients refractory to conventional antianginal therapies.

Available harms information is not reliable for purposes of evaluating long-term safety of ranolazine
(Ranexa).

Preliminary safety concerns observed in clinical trials include a dose-related QT-prolongation and
clinically significant drug interactions.

Considerations in subpopulations:

Pediatrics: There is no useful evidence to establish the safety and efficacy in pediatric patients.

Geriatrics: There were no overall differences in efficacy observed in younger versus older patients.
About 48% of the subjects in clinical trials were > 65 years of age. Patients > 75 years of age appear to
have a higher incidence of adverse events and discontinuations due to adverse events than younger
subjects.

Race, ethnicity: Current clinical experience has not identified differences in safety or efficacy based on
race, or ethnicity.

Gender: There is insufficient evidence to establish the benefit of ranolazine (Ranexa) in women.

Conclusion

Ranolazine (Ranexa) is non-preferred/non-formulary because:
- There is no evidence that it is superior to alternative preferred antianginal medications.
- There are safety concerns regarding its potential to cause QT-prolongation.
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Products

Drug Products AR a FI.DA _app.roved Usual Dose/Route Cost ” FOEED chf el
approval indications Uses
BETA-BLOCKERS
atenolol 8/1981 = hypertension, 50 to 100 mg p.o. daily; $1.50 to arrhythmias, essential
(Tenormin®)1 * angina pectoris due to for angina pectoris, may $3.60 tremor, anxiety, conges-
coronary atherosclerosis, increase to 200 mg tive heart failure, gastro-
= acute myocardial daily intestinal bleeds, migraine
infarction. prophylaxis, syncope,
withdrawal symptoms
metoprolol 8/1978 = hypertension, 50 to 100 mg p.o. twice $0.90 to arrhythmias, essential
(Lopres,sor®)2 = chronic angina pectoris, daily; may be dosed $1.50 tremor, anxiety, conges-
= acute myocardial daily in hypertension; tive heart failure, gastro-
infarction. may increase to 400 intestinal bleeds, migraine
mg/day in angina prophylaxis, syncope,
pectoris and 450 withdrawal symptoms,
mg/day in hypertension aggressive behavior
nadolol 12/1979 = hypertension, Initial: 40 mg p.o. daily; | $15to $30 | arrhythmias, essential
(Corgard®)® = chronic angina pectoris. increase in 40 to 80 mg tremor, anxiety, gastro-
increments; maximum intestinal bleeds, migraine
dose for angina 160-240 prophylaxis, withdrawal
mg/day and for hyper- symptoms, aggressive
tension 240-320 mg/day behavior, glaucoma
metoprolol ERT 1/1992 | = hypertension, - 2510100 mg daily | $44to $175 | arrhythmias, essential
(Toprol-XL®)* (max 400 mg/day) tremor, anxiety, gastro-
. . . : . intestinal bleeds, migraine
chronic angina pectoris, - %r?]z?fog,%gzgﬁy) prophylaxis, syncope,
) withdrawal symptoms,
® heart failure. - 25mg p.o. daily aggressive behavior
(max 200 mg/day)
CALCIUM CHANNEL BLOCKERS
dihydropyridines
amlodipine 7/1992 = hypertension, 5to 10 mg p.o. daily $54 to $74 | left ventricular hyper-
(Norvasc®)® = chronic stable angina, trophy, congestive heart
* vasospastic angina, failure (CHF), Raynaud’s
= angiographically phenomenon, pulmonary
documented coronary hypertension, silent
artery disease (CAD). myocardial ischemia.
felodipine 7/1991 = hypertension. 2.510 10 mg p.o. daily $29to $51 | chronic angina pectoris,
(Plendil®)® Angina: 2.5 to 5 mg cardiac dysrhythmia,
p.o. twice daily. congestive heart failure,
Raynaud’s phenomenon,
chronic obstructive pulm-
onary disease (COPD).
nifedipine ERT 9/1989 = vasospastic angina, 30 to 60 mg p.o. daily; $28t0 $62 | CHF, Raynaud’s
(Procardia XL®)7 = chronic angina, maximum: 90 mg/day phenomenon, pulmonary
= hypertension. hypertension, COPD,
hiccoughs, migraine
prevention, esophageal
spasm.
non-dihydropyridines
diltiazem ERT 6/1997 = hypertension, - 180-240 mg daily; $26 to $81 | cardiac dysrhythmia,
(Cardizem® CD)® max: 540 mg/day CHF, hyperthyroidism,
- . : s mania, migraine preven-
chronic stable angina B 120'_180 mg daily; tion, myocardial infarct-
max: 480 mgfday tion, paroxysmal supra-
ventricular tachycardia.
verapamil ERC 12/1986 | = essential hypertension - 240 mg p.o. daily; $18to $54 | cardiac dysrhythmia,

(1soptin® SR)®

angina pectoris

max: 480 mg daily

- 180 mg p.o. daily;
max: 540mg daily

CHF, hyperthyroidism,
mania, migraine preven-
tion, myocardial infarct-
tion, paroxysmal supra-
ventricular tachycardia.
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Drug Products A 8 ARE _app_roved Usual Dose/Route Cost " PO O:f g
approval indications Uses

NITRATES (LONG-ACTING)

isosorbide dinitrate 9/1988 = angina pectoris 40 mg p.o. q 8-12 hours | $29 to $44 | achalasia, CHF, gastro-

(Dilatrate®-SR) *° intestinal bleed,
myocardial infarction,
pulmonary edema.

isosorbide mononitrate 8/1993 = angina pectoris 30 to 60 mg p.o. gAM; $7 to $9 achalasia, CHF, gastro-

(Imdur®)1 max: 240 mg daily intestinal bleed,
myocardial infarction,
pulmonary edema.

METABOLIC MODULATOR

ranolazine ERT 1/2006 = chronic angina 500-1000 mg p.o. BID $207 to

(Ranexa™)*? $413

 Date applies to approval date for the original brand name medication where there are now generics available.
b Cost estimate based on AWP (average wholesale price) listed in First Data Bank or MAC (maximum allowable cost) as of April 2006 for 30 days of therapy.
¢ As listed in © 1974 - 2005 Thomson MICROMEDEX database or as referenced.
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