
Table S2: Summary of main clinical studies of ranolazine. 

Targets/Strategies Study design Results Ref 

To determine whether ranolazine 

improves total exercise time of patients 

with symptoms of chronic angina, and 

angina and ischemia at low workloads 

despite treatment with standard doses of 

atenolol, amlodipine, or diltiazem and to 

determine times to angina onset and 

electrocardiographic evidence of 

myocardial ischemia, effect on angina 

attacks and nitroglycerin use, and effect 

on long-term survival in an open-label 

observational study extension.) 

A randomized, 3-group parallel, double-blind, placebo-

controlled trial of 823 eligible adults with symptomatic 

chronic angina who were randomly assigned to receive a 

placebo or 1 of 2 doses of ranolazine. 

 Combination Assessment of Ranolazine In Stable Angina 

(CARISA 

Twice-daily doses of ranolazine increased exercise 

capacity and provided additional anti-anginal relief 

to symptomatic patients with severe chronic angina 

taking standard doses of atenolol, amlodipine, or 

diltiazem, without evident adverse, long-term 

survival consequences over 1 to 2 years of therapy. 

[1] 

Monotherapy Assessment of Ranolazine 

In Stable Angina (MARISA) trial 

Patients (n = 191) with angina-limited exercise 

discontinued anti-anginal medications randomized into a 

double-blind four-period crossover study of sustained-

release ranolazine 500, 1,000, or 1,500 mg, or placebo, 

each administered twice daily for one week.  

Monotherapy was well tolerated and increased 

exercise performance throughout its dosing interval 

at all doses studied without clinically meaningful 

hemodynamic effects. Ranolazine reduced HbA1c 

vs. placebo. 

 

[2] 

Safety and tolerability data from 746 

chronic angina patients treated in the 

ROLE (Ranolazine Open-Label 

Experience) program 

Patients with severe functional impairment from angina 

who completed 1 of 2 randomized treadmill trials entered 

the ROLE program. Ranolazine was titrated to optimal 

dosages between 500 and 1,000 mg twice daily. 

Long-term therapy with ranolazine seems well 

tolerated in high-risk coronary heart disease 

patients. 

[3] 

Symptomatic premature ventricular 

contractions  (PVCs) due to triggered 

ectopy: Safety and tolerability of 

Ranolazine 

Fifty-nine patients with symptomatic PVCs were 

identified from full-disclosure Holters. Doses of 500 and 

1,000 mg off label RANOLAZINE (RAN), daily, were 

given to 34 and 66% patients, respectively, and repeat 

Holters were performed prospectively during a mean 

follow-up of 3.1 months. 

Dose-dependant PVC reduction. Off-label RAN 

offers an effective and safe pharmacologic 

treatment for symptomatic triggered PVCs 

[4] 

Anti-arrhythmic actions 

Metabolic Efficiency With Ranolazine for Less Ischemia 

in Non-ST-Elevation Acute Coronary Syndrome 

(MERLIN)-Thrombolysis in Myocardial Infarction 

(TIMI) 36 (MERLIN-TIMI 36) trial randomized 6560 

patients hospitalized with a non-ST-elevation acute 

coronary syndrome to ranolazine or placebo in addition to 

standard therapy. 

Anti-arrhythmic effects (ventricular and atrial 

events), reduced angina with favorable safety, and 

improved exercise performance. 

[5–7] 

 

Atrial fibrillation (AF) 

Patients with recurrent AF within hours to a few days of 

restoring sinus rhythm despite AF ablation and /or failing 

one or more anti-arrhythmic agents were started on 

ranolazine (500-1000 mg/twice/day) after stopping all 

other anti-arrhythmic therapy.  

Ranolazine helped maintain sinus rhythm in the 

majority of patients in which more established 

measures had failed 

[8–10]  



Ranolazine versus amiodarone for the 

prevention of AF after coronary artery 

bypass grafting (CABG) 

A retrospective cohort study of patients undergoing 

CABG at Aspirus Hospital from June 2008 to April 2010. 

The patients received either amiodarone (400 mg 

preoperatively followed by 200 mg twice daily for 10 to 

14 days) or ranolazine (1,500 mg preoperatively followed 

by 1,000 mg twice daily for 10 to 14 days). 

Ranolazine was independently associated with a 

significant reduction of AF compared to 

amiodarone after CABG, with no difference in the 

incidence of adverse events. 

[11–13] 

Incidence of Postoperative atrial 

fibrillation (POAF) following coronary 

artery bypass grafting (CABG), valve or 

combination surgeries when perioperative 

ranolazine (1,000 mg preoperatively, then 

1,000 mg twice daily for seven days or 

until discharge) was or was not added to 

standard therapy. 

Two hundred five patients were evaluated for POAF after 

CABG, valve, or combination surgeries. 

Adding ranolazine to standard therapy was 

independently associated with a significant 

decrease in POAF development after CABG, valve, 

or combination surgeries. 

[13] 

Ranolazine administration decreases the 

likelihood of Ventricular tachycardia 

(VT), ventricular fibrillation (VF), or 

death in patients with an implantable 

cardioverter-defibrillators (ICDs). 

A double-blind, placebo-controlled clinical trial in high-

risk ICD patients with ischemic or nonischemic 

cardiomyopathy was randomized to 1,000 mg ranolazine 

twice a day or placebo. 

Ranolazine administration was associated with a 

significant reduction in recurrent VT or VF 

requiring ICD therapy without evidence for 

increased mortality. (Ranolazine Implantable 

Cardioverter-Defibrillator Trial 

[RAID]; NCT01215253). 

[14] 

Ranolazine reduces the frequency of 

angina and the use of sublingual 

nitroglycerin (SL NTG) in stable angina 

patients with type 2 diabetes (T2DM). 

TERISA was a multinational, randomized, double-blind 

trial of ranolazine vs. placebo in patients with T2DM and 

stable angina. Anginal episodes and SL NTG use were 

recorded daily in an electronic diary. Health status was 

evaluated at baseline and 8weeks post-randomization 

using the Seattle Angina Questionnaire (SAQ). 

Ranolazine is particularly beneficial in patients 

with stable angina who have suboptimally 

controlled T2DM. 

[15] 

Anti-hyperglycemic effect of ranolazine 

in type 2 diabetes mellitus (T2DM). 

EMBASE search was conducted between January 1966 

through December 2015 using the search terms 

ranolazine, diabetes, and hemoglobin A1C(A1C).  

For patients with T2DM and chronic stable angina, 

ranolazine may be of use given its utility in 

cardiovascular disease and benefit in A1C 

lowering. 

[16,17] 

Ranolazine is an adjunctive therapy in 

patients with chronic stable angina whose 

symptoms are inadequately controlled by 

conventional treatment. 

Monotherapy Assessment of Ranolazine In Stable Angina 

(MARISA) trial, CARISA study (Combination 

Assessment of Ranolazine In Stable Angina), Efficacy of 

Ranolazine In Chronic Angina (ERICA) trial, and The 

MERLIN-TIMI 36 trial 

Ranolazine is a non-hemodynamic anti-anginal 

agent effective as adjunctive therapy in patients 

with chronic stable angina whose symptoms are not 

controlled by conventional treatment. Ranolazine 

improves exercise performance, decreases both 

angina and sublingual nitrates, compared to 

placebo, and is well tolerated, with a neutral effect 

on hemodynamics. 

[18] 

Antihyperglycemic and metabolic effects 

of ranolazine. 

 MEDLINE was searched from 2000 to October 1, 2016, 

using the terms ranolazine, anti-hyperglycemic, diabetes, 

cardiology, and anti-anginal. 

Ranolazine has been shown to have positive anti-

hyperglycemic and metabolic effects in patients 

with uncontrolled HbA1c. 

[19] 

Ranolazine improves angina and coronary 

microvascular dysfunction 

Monotherapy assessment of Ranolazine in Coronary 

Microvascular Dysfunction or Angina 

Ranolazine improves organ perfusion, measures of 

angina severity, and exercise tolerance. 
[20–22] 

http://clinicaltrials.gov/show/NCT01215253


Ranolazine Improves Right Ventricular 

Function in Patients With Precapillary 

Pulmonary Hypertension 

A longitudinal, randomized, double-blinded, placebo-

controlled, multicenter study of ranolazine treatment in 

patients with pulmonary hypertension and right 

ventricular dysfunction PH and RV dysfunction. 

Ranolazine improves cardiac remodeling (right 

ventricle) and susceptibility to ventricular 

arrhythmia in patients with precapillary pulmonary 

hypertension 

[23–26] 

Ranolazine for the treatment of myotonia 

or paramytotonia congenita  

 

Open-label, pilot study to evaluate Ranolazine efficacy 

and tolerability in myotonia or paramytotonia congenita  

Ranolazine is well tolerated in patients with 

myotonia or paramytotonia congenita and improves 

clinical signs in patients. 
[27,28] 

Ranolazine versus Common 

Cardiovascular Drugs in Patients with 

Early Diastolic Dysfunction Induced by 

Anthracyclines or Nonanthracycline  

A Phase 2b Minitrial INTERACT (ranolazINe to Treat 

EaRly cArdiotoxiCity induced by antiTumor drugs 

 

Ranolazine can potentially relieve early diastolic 

dysfunction induced by anthracyclines or non-

anthracycline chemotherapeutics with a similar 

safety profile than in the general population. 

[29] 
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