Understanding Ranolazine
(Ranexa)

A medicine for ongoing angina that works without slowing the heart or
lowering blood pressure

Ranolazine eases the chest discomfort of coronary artery disease when angina keeps
coming. It is an add-on for symptoms — not a rescue pill and not a substitute for your
core heart treatment.

How Ranolazine Eases Angina

It eases the heart muscle from the inside Heart rate and blood pressure barely change
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Names & Terms You Will Hear

Ranolazine The generic name. It treats ongoing chest discomfort
(angina) from heart artery disease.

Ranexa The brand name for ranolazine.

Late sodium current blocker How it works. It calms an odd sodium current inside heart
cells. That eases the calcium load that makes the muscle
stiff and oxygen-hungry.

Anti-anginal medicine A drug that prevents or eases angina. Ranolazine is one of
several. It is used as an add-on.

Angina Chest pressure, tightness, or discomfort. It comes when
the heart muscle does not get enough oxygen-rich blood.

Extended-release The tablet lets out the medicine slowly all day. You
swallow it whole. Never crush or chew it.

QT interval A timing measurement on the heart tracing (ECG).
Ranolazine stretches it a little, which is why some drugs
cannot be mixed with it.
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What Is Ranolazine (Ranexa)?

Ranolazine, sold as Ranexa, is a pill for chronic angina — the chest discomfort of coronary
artery disease that keeps coming back.

It works in an unusual way. Inside heart cells there is an odd 'late sodium current.’ It loads
the cells with calcium. That calcium makes the muscle stiff and hungry for oxygen.

Ranolazine calms that current. The muscle relaxes and uses oxygen more efficiently, so
angina eases.

What makes it special: it does this WITHOUT meaningfully lowering your heart rate or blood
pressure. Most other angina medicines lower one or both.

It is an extended-release tablet, taken twice a day and swallowed whole. Do not crush,
chew, or split it.

It is an add-on. It is used together with — not instead of — your other heart medicines and
treatments.

Three Ways to Ease Angina — Ranolazine Is the Different One

Beta-blocker Nitrate Ranolazine

e Widens blood LA A — e
force. vefslcs)ﬁllg ng‘?‘!ﬁ_‘)d calcium overload.
Heart rate |

Blood pressure {

Rate & BP stay

Blood pressure | about the same

Beta-blockers slow the heart and nitrates widen vessels — both lower heart rate or blood pressure. Ranolazine works inside
the muscle cell, so it eases angina while heart rate and blood pressure stay about the same.
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Why It Matters

Many people still get angina even after they are on a beta-blocker, a calcium blocker, or a
nitrate. Ranolazine gives doctors another tool that does not lean on heart rate or blood
pressure.

Because it barely changes heart rate or blood pressure, it is useful when those numbers are
already low — so you cannot safely take more of the usual angina medicines.

In the CARISA and ERICA trials, adding ranolazine let people exercise longer before angina
started and cut how many angina attacks they had and how much nitroglycerin they used.

Be clear about the goal: ranolazine is about feeling better and doing more. The large
MERLIN-TIMI 36 trial found it did NOT lower the risk of a heart attack or of dying.

It does not replace the treatments that DO protect the heart — a statin, aspirin when
advised, controlling blood pressure and sugar, quitting smoking, and opening blocked
arteries when needed.

It is not a rescue medicine. For sudden chest pain you still use nitroglycerin or call 911 —
ranolazine will not stop an attack in progress.

Where Ranolazine Fits — An Add-On, Not a Substitute

Add-on: ranolazine

Added on TOP when angina still breaks through — or when heart rate or
blood pressure are already too low to raise the other medicines.

First angina medicines

Build up

Beta-blocker, calcium blocker, or long-acting nitrate to ease the chest
discomfort. These also lower heart rate and/or blood pressure.

Foundation: treat the disease

Statin, aspirin, blood-pressure and sugar control, stop smoking, and open
blocked arteries when needed. Ranolazine does NOT replace any of these.

Ranolazine sits on top of the angina ladder. The foundation — treating the disease — and the first angina medicines come first.
Ranolazine is added when angina still breaks through or when heart rate and blood pressure are already low.
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Ranolazine Is About Quality of Life — Not Survival

What it DOES What it does NOT do
v Eases chest discomfort (angina) X  Lower the risk of a heart attack
v Lets you do more before angina starts X Help you live longer (MERLIN-TIMI 36)
v Cuts how often angina hits X  Stop a heart attack — not a rescue pill
v Means fewer nitroglycerin tablets X  Replace statin, aspirin, or a stent

The honest picture: ranolazine improves angina and exercise tolerance, but the large MERLIN-TIMI 36 trial showed it did not
lower heart attacks or death. It is a quality-of-life medicine.

This guide is educational only. Always follow your doctor's specific recommendations.
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How It Eases Angina Differently

Most angina medicines work by lowering the heart's workload — they slow the heart or relax
blood vessels, which drops heart rate or blood pressure.

Ranolazine works from inside the heart-muscle cell instead. It calms the abnormal ‘late
sodium current' that floods the cell with calcium.

Less calcium overload means the muscle relaxes better between beats and uses oxygen
more efficiently — so angina eases.

Because it does not lean on heart rate or blood pressure, those numbers barely change.
That is exactly why it helps when they are already low.
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Where It Fits — Add-On, Not a Substitute

Ranolazine is a second-line, add-on medicine. We reach for it when angina keeps coming
despite a beta-blocker, calcium blocker, or nitrate.

It is also a good choice when your heart rate or blood pressure is already too low to safely
raise those other medicines.

It is not a rescue pill. For a sudden attack you still use nitroglycerin or call 911.

It never replaces the core treatments that protect the heart — statin, aspirin when advised,
risk-factor control, and opening blocked arteries when needed.
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Safety — QT, Drug Interactions, and Who Should Avoid It

Ranolazine stretches the QT interval on the ECG a little. Usually small alone, it can add up
with other QT-stretching drugs — we check for that.

Strong CYP3A blockers (some antibiotics and antifungals) raise its level too high; strong
inducers (some seizure and TB drugs) make it stop working. Avoid large amounts of
grapefruit.

The dose is limited with some interacting drugs and in kidney problems. It is generally
avoided in moderate to severe liver disease.

Always share your full medicine, vitamin, and supplement list before anything new is started,
and keep your follow-up ECG visits.

Not a rescue medicine. Ranolazine prevents angina over time — it will not stop a sudden
attack. For chest pain that is new, worse, lasts more than a few minutes, or does not ease
with rest or nitroglycerin, call 911. Keep your nitroglycerin with you.
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Treatment Options

The usual starting dose is 500 mg twice a day. Your doctor may raise it to 1000 mg twice a
day based on how you feel.

Swallow the tablet whole with or without food. Never crush, chew, or break it — that releases
the medicine too fast.

Take it at about the same two times each day. If you miss a dose, take your next dose at the
regular time. Do not double up.

Avoid drinking large amounts of grapefruit juice. Grapefruit raises ranolazine levels in the
blood.

Tell us every medicine, vitamin, and supplement you take. Some antibiotics, antifungals, and
other drugs change ranolazine levels or stretch the QT interval too far.

Your dose may be limited if you take certain interacting medicines, or if you have kidney or
liver problems. We adjust carefully and may check an ECG.

Common early side effects are dizziness, constipation, nausea, and headache. They often
ease with time. Stand up slowly if you feel lightheaded.

Keep taking your other heart medicines. Ranolazine is added on top of them, not in place of
them.
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Angina Medicines — What Each One Does to Heart Rate and Blood Pressure

Medicine Heart rate Blood pressure Where ranolazine fits
Beta-blocker Lowers it Lowers it Often tried first
Calcium blocker Lowers or no Lowers it Often tried first
change
Long-acting nitrate Little change Lowers it Often tried first
Ranolazine Little change Little change Add-on when others fall
short
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Comfort Measures at Home (No Medication Needed)

These simple steps support healing and ease symptoms. Use them alongside any medication
your doctor prescribes.

Stand up slowly from sitting or lying down — dizziness is the most common early effect.

Add fiber, fluids, and gentle activity to ease constipation. Ask us before starting a stool
softener.

Keep your nitroglycerin with you. Ranolazine prevents angina over time; nitroglycerin is still
your rescue for a sudden attack.

Carry an up-to-date medicine list. Show it to every doctor, dentist, and pharmacist so no one
adds a drug that clashes with ranolazine.

Keep up the basics that actually protect your heart — your statin, a heart-healthy diet,
regular activity, and not smoking.

Bring your refills before you run out, and keep your follow-up visits so we can check how you
feel and review your ECG.

= = This guide is educational only. Always follow your doctor's specific recommendations.

i E‘-% 4740 Mile Stretch Drive, Holiday FL 34690 | Office: (727) 943-5200 | Fax: (727) 943-5201 | RiasAliMD.com
, - Online: https://go.riasalimd.com/ranolazine-guide

OL=o
Visit 1l1of21|Page

RiasAliMD.com Contact Info



Risks, Benefits, and Alternatives

Every choice has trade-offs. Use this table to start the shared decision conversation.

Option

Adding
ranolazine for
ongoing angina

Risks

Dizziness,
constipation, nausea,
headache. It
stretches the QT
interval and interacts
with several drugs
and grapefruit.

EEIEES

Eases angina and
lets you do more
without lowering your
heart rate or blood
pressure. Useful
when those are
already low.

Alternatives

A beta-blocker,
calcium blocker, or
long-acting nitrate.
Opening a blocked
artery (stent or
bypass). See our
angina guide.

Ranolazine
instead of raising
a beta-blocker or
calcium blocker

Same side effects.
Does not treat the
underlying disease or
lower future risk.

Adds angina relief
without dropping a
heart rate or blood
pressure that is
already low.

Carefully raising the
other medicine if rate
and blood pressure
allow. A procedure
when arteries are
tightly blocked.

Ranolazine as
your only angina
plan

Not enough on its
own. It does not lower
heart-attack risk or
protect the heart.

Helps symptoms, but
the heart stays
unprotected without
the core treatments.

Full heart care: a
statin, aspirin when
advised, risk-factor
control, and opening
blocked arteries
when needed. See
our CAD guide.
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Common Misconceptions

Myth Reality

Ranolazine will lower my chance of a
heart attack.

It will not. The large MERLIN-TIMI 36 trial found
it did not reduce heart attacks or death. Itis a
symptom medicine. Your statin, aspirin, and
risk-factor control are what lower future risk.

| can use ranolazine to stop chest pain
when it hits.

No. It is not a rescue medicine and works slowly
over time. For a sudden attack, use nitroglycerin
as directed or call 911. Ranolazine will not stop
an attack in progress.

Since it treats angina, | can stop my
other heart pills.

No. Ranolazine is added on top of your other
treatments, not in place of them. Stopping a
statin, beta-blocker, or aspirin can be
dangerous. Never change them without us.

A little grapefruit is fine with ranolazine.

Large amounts of grapefruit raise the drug to
unsafe levels. Avoid drinking a lot of grapefruit
juice. Ask us if you are unsure about your diet.

All my other medicines are safe to take
with it.

Not all. Some antibiotics, antifungals, and
heart-rhythm drugs change ranolazine levels or
stretch the QT interval too far. Always show us
your full medicine list before anything new is
added.

If it does not lower my heart rate, it must
not be working.

Working without changing your heart rate or
blood pressure is exactly its strength. That is
why we can use it when those numbers are
already low.

It is safe to crush the tablet if | have
trouble swallowing.

No. It is extended-release. Crushing or chewing
it dumps the whole dose at once. Tell us if
swallowing is hard — we will find another option.

Visit
RiasAliMD.com
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Possible Complications

Knowing what can go wrong helps you spot problems early. Most complications are
uncommon, especially with treatment.

Where / What What Can Happen

Heart rhythm (QT prolongation) Ranolazine stretches the QT interval on the ECG a little.
On its own this is usually small, but combined with certain
drugs it can rarely trigger a dangerous rhythm. We avoid
risky combinations and may check an ECG.

Drug interactions Some drugs raise ranolazine to unsafe levels. These
include certain antibiotics and antifungals. Other drugs,
like some seizure or TB pills, make it stop working. A lot
of grapefruit raises levels too. Always review your full
medicine list with us.

Dizziness and low energy Some people feel lightheaded, often early on or when
standing up. Rise slowly. Tell us if it is bad or lasts.

Stomach and bowel Constipation and nausea are common at first. Fiber,
fluids, and gentle activity help. Ask before adding any
stool softener.

Kidney or liver disease These slow how the body clears ranolazine, raising blood
levels. The dose may be limited or the drug avoided in
moderate to severe liver disease. We adjust to your
kidney and liver function.
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Key Things to Avoid or Flag With Ranolazine

What Why it matters

Large amounts of grapefruit Raises ranolazine to unsafe levels.

Some antibiotics and antifungals = Strong CYP3A blockers push levels too high.

Certain seizure / TB drugs Strong inducers can make ranolazine stop working.
Other QT-stretching drugs Combined effect can risk a dangerous rhythm.
Crushing or chewing the tablet Dumps the extended-release dose all at once.
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Points to Know

If you remember nothing else, remember these key points.

Ranolazine (Ranexa) eases ongoing angina by calming a sodium current inside
heart-muscle cells.

Its special trait: it relieves angina without meaningfully lowering heart rate or blood pressure.

That makes it a good add-on when angina persists, or when rate and blood pressure are
already low.

It improves symptoms and exercise tolerance but does NOT lower heart attacks or death —
it is about quality of life.

It is not a rescue medicine. Keep using nitroglycerin or call 911 for sudden chest pain.

It is extended-release: take it twice daily and swallow whole. Avoid large amounts of
grapefruit.

It stretches the QT interval and interacts with several drugs — always share your full
medicine list.

It adds to, and never replaces, your statin, aspirin, risk-factor control, and any needed
procedures.

= = This guide is educational only. Always follow your doctor's specific recommendations.
i E‘-% 4740 Mile Stretch Drive, Holiday FL 34690 | Office: (727) 943-5200 | Fax: (727) 943-5201 | RiasAliMD.com
, - Online: https://go.riasalimd.com/ranolazine-guide
-

Visit l6of21|Page

RiasAliMD.com Contact Info



When to Call Us - and When to Call 911

If you are not sure, call. We would rather hear from you twice than miss a real problem.

Fainting, a seizure, or a fast, pounding, or irregular heartbeat — call 911; these can signal a
rhythm problem.

Chest pain that is new, worse, lasts more than a few minutes, or does not ease with rest or
nitroglycerin — call 911.

Severe or lasting dizziness or lightheadedness — call us today.

You started a new medicine, antibiotic, or antifungal — call us before mixing it with
ranolazine.

Constipation that becomes severe or painful — call us this week.
Nausea or headache that does not settle after a couple of weeks — call us this week.

You have trouble swallowing the tablet — call us; do not crush or chew it.

Office: (727) 943-5200
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Trusted Resources

The links below are the trusted resources Dr. Ali used to write this guide and that he
recommends you visit for more information. Each is a clickable link in the digital version and a
Short.io tracked URL on the printed version.

Cleveland Clinic — Ranolazine (Ranexa) - Patient-friendly overview of how ranolazine
works, how to take it, and its main interactions.

MedlinePlus — Ranolazine - NIH/NLM plain-language drug information, including QT and
drug-interaction warnings.

American Heart Association — Angina Treatments - Where add-on medicines like
ranolazine fit among the treatments for angina.

Our Stable Angina Guide - What angina is, what triggers it, and the full menu of treatments.

Our Coronary Artery Disease (CAD) Guide - The disease behind angina, and the core
treatments that actually protect the heart.

Our Beta-Blockers Guide - A common first-line angina medicine that slows the heart and
lowers blood pressure.

Our Nitrates Guide - How nitroglycerin and long-acting nitrates ease angina — including
your rescue tablet.

Our Angioplasty and Stents Guide - How a blocked artery can be opened when medicines
are not enough.
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https://my.clevelandclinic.org/health/drugs/19425-ranolazine-extended-release-tablets
https://medlineplus.gov/druginfo/meds/a606015.html
https://www.heart.org/en/health-topics/heart-attack/angina-chest-pain/angina-treatments
https://go.riasalimd.com/stable-angina-guide
https://go.riasalimd.com/cad-guide
https://go.riasalimd.com/beta-blockers-guide
https://go.riasalimd.com/nitrates-guide
https://go.riasalimd.com/angioplasty-stents-guide

Sources Used to Build This Guide

Every recommendation in this guide is grounded in one or more of the studies, guidelines, or
trusted resources below. Short links are tracked so Dr. Ali can see which references patients
are reading; nothing personally identifying is captured.

EDA Prescribing Information — RANEXA (ranolazine) extended-release tablets [Label]

Authoritative label for indication (chronic angina), extended-release dosing (twice daily, swallow whole), QT
prolongation, CYP3A drug interactions, and dose limits in kidney/liver disease.

Cleveland Clinic — Ranolazine (Ranexa) [Patient Education]

Plain-language overview of how ranolazine treats chronic angina without lowering heart rate or blood pressure,
dosing, and key interactions.

MedlinePlus — Ranolazine [Patient Education]
NIH/NLM patient drug information: indication for angina, how to take, QT and interaction warnings, to anchor
the explainer.

American Heart Association — Andina Treatment [Patient Education]
Frames ranolazine among anti-anginal therapies for patients with refractory angina despite beta-blockers and

nitrates.

2023 AHA/ACC Chronic Coronary Disease Guideline (Antianginal Therapy) [Guideline]

Authoritative basis for ranolazine as second-line antianginal therapy and its role in symptom control in chronic
coronary disease.

MERLIN-TIMI 36 — Ranolazine in Non-ST-Elevation ACS (Morrow, JAMA 2007) [Trial]
Largest ranolazine trial (h=6560). Showed no reduction in cardiovascular death or heart attack — the basis for
the honest 'symptom reliever, not a survival drug' framing — while confirming safety despite QT prolongation.

CARISA — Combination Assessment of Ranolazine in Stable Angina (Chaitman, JAMA 2004) [Trial]

Pivotal add-on trial (n=823) on background beta-blocker or calcium blocker: improved exercise duration and cut
angina attacks and nitroglycerin use WITHOUT meaningful change in heart rate or blood pressure.

ERICA — Efficacy of Ranolazine in Chronic Angina (Stone, J Am Coll Cardiol 2006) [Trial]

Add-on to maximally tolerated amlodipine: ranolazine reduced angina frequency and nitroglycerin use in
patients still symptomatic on a calcium blocker — the add-on niche.

American College of Cardiology — CardioSmart: Angina and Its Treatments [Patient Education]
Patient-facing ACC framing of angina management and where add-on medicines fit alongside risk-factor

control and revascularization.
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/021526s039lbl.pdf
https://my.clevelandclinic.org/health/drugs/19425-ranolazine-extended-release-tablets
https://medlineplus.gov/druginfo/meds/a606015.html
https://www.heart.org/en/health-topics/heart-attack/angina-chest-pain/angina-treatments
https://www.ahajournals.org/doi/10.1161/CIR.0000000000001168
https://doi.org/10.1001/jama.297.16.1775
https://doi.org/10.1001/jama.291.3.309
https://doi.org/10.1016/j.jacc.2006.03.046
https://www.cardiosmart.org/topics/angina

About This Guide

Rias KS Ali, MD FACC | Board Certified in Interventional Cardiology & Cardiovascular Disease
4740 Mile Stretch Drive, Holiday FL 34690 | Office: (727) 943-5200 | Fax: (727) 943-5201 | RiasAliMD.com
Version: 2026-08-15

Reviewer note: Reviewed: Cleveland Clinic, MedlinePlus, and AHA patient pages. This guide adds a mechanism
contrast versus beta-blockers and nitrates, an add-on ladder, a does/does-not figure, and side-by-side comparison
and drug-interaction tables. It is grounded in the FDA Ranexa label, the 2023 AHA/ACC chronic coronary disease
guideline, and the CARISA, ERICA, and MERLIN-TIMI 36 trials.

Disclaimer

This guide is for educational purposes only and does not replace medical advice from your physician.
Recommendations may not apply to every patient. Always follow the specific instructions of Dr. Ali and your care
team. In an emergency call 911 or go to the nearest emergency department.
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Take This Guide With You

Scan or visit: https://go.riasalimd.com/ranolazine-guide
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