Understanding Ezetimibe (Zetia)

The simple non-statin add-on with proven heart benefit

One pill, 10 mg, a day. Drops LDL another 18 to 20%. IMPROVE-IT proved it cuts heart
attacks and strokes.

Ezetimibe — A Simple Add-On with Proven Outcome Benefit
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Names & Terms You Will Hear

Zetia (ezetimibe) The brand and generic names. The cheap generic has
been sold since 2016.

NPC1L1 inhibitor The drug class name. NPC1L1 is a gate in your gut that
lets cholesterol into your blood. Ezetimibe shuts the gate.

Vytorin (simvastatin + One pill that holds both drugs.

ezetimibe)

Roszet (rosuvastatin + One pill that pairs a stronger statin with ezetimibe.
ezetimibe)

Non-statin lipid therapy Drugs that lower LDL but are not statins. Ezetimibe is the

one used most.

IMPROVE-IT A large 2015 trial (Cannon, NEJM). It proved that adding
ezetimibe to a statin cuts heart attacks and strokes. It
enrolled 18,144 people and tracked them for 7 years.

This guide is educational only. Always follow your doctor's specific recommendations.
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What Is Ezetimibe (Zetia)?

Ezetimibe is a once-a-day pill that lowers LDL (your 'bad' cholesterol). It blocks how your gut
takes in cholesterol — both from food and from bile made by your liver.

Your gut has a gate called NPC1L1. It lets cholesterol into your blood. Ezetimibe shuts this
gate. Your body then takes in about half as much cholesterol.

Added to a statin, ezetimibe drops LDL an extra 18 to 20%. That is about the same drop
you get by doubling your statin dose — but with far fewer side effects.

The dose is one 10 mg pill a day. Take it any time, with or without food. Combo pills like
Vytorin (simvastatin + ezetimibe) and Roszet (rosuvastatin + ezetimibe) put both drugs in
one tablet.

Generic ezetimibe has been off-patent since 2016. It tends to cost $5 to $30 a month with
insurance, and $10 to $15 with a discount card.
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A real cross-section of the plag C) sealing in a lipid-rich necrotic core
(NC) inside an artery wall. Right: a close-up of that same lipid core. Lowering LDL — whether with a statin, ezetimibe, or both
together — is how you shrink this core and thicken the cap that keeps it from rupturing. Image: Yang et al., Frontiers in
Neurology 2017 (CC BY 4.0).
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Why It Matters

IMPROVE-IT (Cannon, NEJM 2015) was the FIRST big trial to prove a non-statin LDL drug
cuts heart attacks and strokes. It added ezetimibe to a statin in 18,144 people after a heart
attack. Over 7 years, heart attacks, strokes, and deaths dropped 6.4% (a 2.0% drop in plain
terms).

This trial backed the 'add-on' plan. If your statin alone does not get your LDL low enough,
adding a second drug — rather than just living with the risk — lowers your odds of a heart
attack.

Ezetimibe is the cheapest and easiest-to-take non-statin add-on. In trials, side effects were
about the same as a sugar pill.

It is a key rung on the LDL-lowering ladder: start with a statin, then add ezetimibe, then
add a PCSK9 shot or inclisiran. Most people hit their goal at the ezetimibe rung.

If statins do not agree with you, ezetimibe on its own is a fair choice (about an 18% LDL drop
by itself).

If you have a high-cholesterol gene problem (called FH), ezetimibe is the standard add-on
after a statin.

IMPROVE-IT — First Outcome Trial Proving a Non-Statin Lipid Drug Cuts MACE
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Cannon NE/M 2015 (n=18,144 ACS patients). Primary endpoint: CV death, MI, unstable angina req f'.-ospJ alization, coronary revasc, stroke.

IMPROVE-IT (Cannon, NEJM 2015; 18,144 people after a heart attack). Adding ezetimibe to a statin cut the 7-year rate of
heart attacks, strokes, and deaths from 34.7% to 32.7%. That is a 6.4% drop (2.0% in plain terms). It was the first trial to prove
a non-statin LDL drug helps this way.

= = 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
v Online: https://go.riasalimd.com/ezetimibe-guide

OL=o

Visit 40fl7|Page

RiasAliMD.com Contact Info



IMPROVE-IT changed the field. Until 2015, many believed the heart benefit of lowering
LDL came only from statins. IMPROVE-IT (Cannon, NEJM 2015) showed that was wrong.
Adding ezetimibe to a statin cut heart attacks and strokes BEYOND what the statin did
alone. That one trial reset the way we treat cholesterol. Now every guideline says to 'add a
non-statin' when a statin alone does not get a higher-risk patient to goal.
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Treatment Options

Usual dose: one 10 mg pill by mouth, once a day. There is no dose to ramp up.

Timing: any time of day, with or without food. Most people take it when they take their statin
— morning or night.

Combo pills: Vytorin (simvastatin + ezetimibe) and Roszet (rosuvastatin + ezetimibe) hold
both drugs in one tablet. One pill is easier to keep up with.

With cholesterol binders: if you take cholestyramine or colesevelam, they soak up
ezetimibe. Take ezetimibe at least 2 hours before, or 4 hours after, those drugs.

With cyclosporine: this drug raises ezetimibe levels a lot. If you take it, talk with your heart
doctor and your transplant team.

Lab check: get a new lipid panel about 4 to 12 weeks after you start. Look for an extra 18 to
20% LDL drop on top of your statin.

If statins do not agree with you: ezetimibe on its own (10 mg) gives about an 18% LDL
drop. That is a fair first step before you move up to bempedoic acid or a PCSK9 shot.

EE;% This guide is educational only. Always follow your doctor's specific recommendations.
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The LDL-Lowering Ladder — Where Ezetimibe Fits

St | Therapy

ep

1

Lifestyle (Mediterranean/DASH, weight,
exercise)

Low-intensity statin

High-intensity statin (atorva 40-80 /
rosuva 20-40)

Add Ezetimibe 10 mg

Add Bempedoic acid 180 mg

Add PCSKO9i (Repatha/Praluent/Leqvio)

Additional LDL

Drop

5-15%

20-30%

45-55%

+18-20%

+15-20%

+50-60%

Cost / Notes

Free; foundation
Generic;
pennies/month

Generic; cheap

Generic; $5-30/month

Brand;
$400-600/month

Brand; insurance +
copay card
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How Ezetimibe Works — The Gut Gate

Where cholesterol comes from: only about a quarter of your cholesterol comes from food.
Your liver makes the rest. The liver sends some out in bile, then takes much of it back in. So
the same cholesterol is used again and again.

The gut gate: a gate called NPC1L1 sits on the cells that line your gut. It pulls cholesterol

into your blood — both from food and from bile.

What ezetimibe does: it shuts this gate. Your gut then takes in about half as much
cholesterol — both from your meals and from the bile your liver makes.

Why this matters: with less cholesterol coming in, your liver pulls more LDL out of your
blood to make up for it. The result: LDL drops about 18 to 20% on top of whatever else you

take.

Why it teams up with statins: a statin blocks the cholesterol your body MAKES. Ezetimibe
blocks the cholesterol your gut TAKES IN. Two different jobs, so the drops add up.

Why side effects are few: the gate mainly handles cholesterol. So ezetimibe does not get
in the way of vitamins A, D, E, and K, or other nutrients.

Ezetimibe — Four Common Ways It Is Used

Statin, still above
goal

 LDL still above goal on a
top statin dose

« First non-statin add-on
* An extra 18 to 20% drop

* Most people hit goal

Cannot take statins

» Past muscle problems on a
statin

» Ezetimibe alone: about an
18% drop

« Pair it with bempedoic acid

* Or move up to a PCSK9
shot

High-cholesterol
gene (FH)

* Always a top statin plus
ezetimibe

 Often plus a PCSK9 shot
or inclisiran

* You take it for life

* Have family members
checked too

One-pill ease
* Vytorin (simva + eze)
* Roszet (rosuva + eze)

* One pill, easier to keep up
with

* Same results as two pills
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Risks, Benefits, and Alternatives

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

EEIEES

Alternatives

Add ezetimibe to
your statin

Mild gut upset (about
3%) that most often
fades. It can clash
with cyclosporine and
cholesterol binders.

An extra 18 to 20%
LDL drop. Proven to
cut heart attacks
(IMPROVE-IT).
Cheap. One pill a
day. Easy to take.

Raise the statin dose
(some people do not
tolerate this),
bempedoic acid
(newer, costs more),
a PCSKO shot (works
better but is a shot).

Switch from a
lone statin to a
combo pill
(Vytorin or
Roszet)

Same side effects as
each drug alone.
Cost may run higher
than two generics.

One pill is easier to

keep up with. Same
results as taking the
two drugs apart.

Keep taking
ezetimibe and a
statin as two
separate generic pills
(often cheaper).

Ezetimibe alone
(for people who
cannot take
statins)

Only about an 18%
LDL drop by itself.
May not reach goal in
higher-risk people.

A good first
non-statin choice.
Easy to take. Cheap.
Some LDL drop
beats none.

Bempedoic acid
(Nexletol — also a
non-statin pill). A
PCSK9 shot (works
better).

Skip ezetimibe
and go straight to
a PCSKO shot

A PCSKO9 drug
means shots,
insurance sign-off,
and a much higher
cost. It skips the easy
step.

The biggest LDL
drop. Strong proof it
helps. A good fit for

very-high-risk people.

Add ezetimibe first as
the cheap, easy step.
Move up to a PCSK9
shot if you are still
above goal.

No extra LDL
drug (just your
top statin dose)

If your LDL stays
above goal, your
heart risk stays
higher.

A simpler plan. No
added cost.

Add ezetimibe — the
easiest next step.
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Common Misconceptions

Myth Reality

Ezetimibe is a 'sugar pill' because it is Not true. The 2015 IMPROVE-IT trial was the
not a statin. FIRST to prove a non-statin LDL drug cuts heart
attacks and strokes. It tracked 18,144 people for
7 years. Events dropped 6.4%. That is real.

If statins did not work for me, ezetimibe These drugs work in different spots. Statins
will not either. block cholesterol your liver MAKES. Ezetimibe
blocks cholesterol your gut TAKES IN. People
who cannot take a statin often do fine on

ezetimibe.
Ezetimibe causes muscle pain like Mostly no. In trials, muscle pain was about as
statins. common as with a sugar pill. The muscle aches
that make people quit statins do NOT come from
ezetimibe.
If | take ezetimibe | can eat whatever | No drug can stand in for a good diet. Ezetimibe
want. blocks about half of the cholesterol in your food.

But a diet very high in cholesterol still floods past
the drug. The best plan is healthy eating plus
ezetimibe plus a statin.

Ezetimibe is too cheap to work. Cost has nothing to do with how well a drug
works. Generic ezetimibe at $10 to $30 a month
gives the same 18 to 20% LDL drop as the first

Zetia brand.
Vytorin works better than two separate Same drugs, same result. The only edge Vytorin
pills. has is ease — one pill, not two. If you take both

pills on time, the two-pill route is often cheaper.

| should wait until | have a heart attack No. If your LDL stays above goal on your top
before | add ezetimibe. statin dose, AND you have heart disease or a
high-cholesterol gene problem, you should add
ezetimibe NOW — not after the next event.

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

Mild gut upset (about 3%) You may get some diarrhea, belly pain, or an upset
stomach. It most often fades. If it sticks around, try taking
the pill with food or at a different time.

Muscle pain (rare) Muscle aches go up just a little over a sugar pill. That is
far less than with statins. If your muscles hurt on a statin
plus ezetimibe, the statin is the likely cause.

Liver problem (rare, under 1%) Liver tests may go up a little for a short time. A bad liver
problem is very rare. You do not need routine liver tests
for ezetimibe by itself. (Statins can be a different story.)

Muscle breakdown (very rare, This is very rare. The risk comes from the statin, not from
with statins) ezetimibe. On its own, ezetimibe does not harm muscle.
Drugs that can clash with it Cyclosporine raises ezetimibe levels. Take care if you

had a transplant. Cholesterol binders (cholestyramine,
colesevelam) soak up ezetimibe. Take them 2 to 4 hours
apart from it.

Gallstones (very rare) There is a small chance in theory, since the drug
changes how bile moves cholesterol. Trials saw no real
rise.

EE‘-%E This guide is educational only. Always follow your doctor's specific recommendations.
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Points to Know

If you remember nothing else, remember these key points.

Ezetimibe drops LDL about 18 to 20% on top of a statin.

IMPROVE-IT proved it cuts heart attacks and strokes. It was the first non-statin LDL drug to
show this.

One pill a day, by mouth, 10 mg. No dose to ramp up. Take it any time.
Generic and cheap ($5 to $30 a month).

Combo pills (Vytorin, Roszet) make it easier to keep up with.

Side effects feel about the same as a sugar pill. No muscle aches.

It is the standard next step after a statin if your LDL stays above goal.

If you cannot take statins, you can use ezetimibe on its own (about an 18% LDL drop).

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

Belly pain that will not go away, mostly on the upper right side — call us this week
(gallstones are rare but can happen).

Muscle weakness you cannot explain, or dark urine — call us today (a muscle problem is
very rare, and comes from the statin you take with it).

Marked tiredness, yellow skin or eyes, or upper-right belly pain — call us this week (a liver
problem is rare).

A bad allergic reaction (hives, swelling, trouble breathing) — call 911.

Planning to get pregnant, or a new pregnancy — call us. We do not know if ezetimibe is safe
in pregnancy, so we most often stop it.

Bad diarrhea or belly cramps — call us this week.
No new lipid panel by 6 to 12 weeks after you start — call to set one up.

Thinking of stopping over cost — call us first. Generic forms and discount cards are usually
easy to get.

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.

AHA — Cholesterol Medications - AHA patient overview of LDL-lowering drug classes
including ezetimibe.

Cleveland Clinic — Ezetimibe (Zetia) - Cleveland Clinic patient drug guide.

Mayo Clinic — Cholesterol-Lowering Medications - Mayo overview of all cholesterol drug
classes.

MedlinePlus — Ezetimibe - NIH/NLM patient drug information.

National Lipid Association — Patient Tools - NLA patient education on lipid management.
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https://www.heart.org/en/health-topics/cholesterol/cholesterol-medications
https://my.clevelandclinic.org/health/drugs/19416-ezetimibe-oral-tablets
https://www.mayoclinic.org/diseases-conditions/high-blood-cholesterol/in-depth/cholesterol-medications/art-20050958
https://medlineplus.gov/druginfo/meds/a603015.html
https://www.lipid.org/practicetools/patient/cholesterol

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.

IMPROVE-IT Trial — Ezetimibe Added to Statin Therapy After ACS (Cannon et al., NEJM 2015; PMID
26039521) [Clinical Trial]

Pivotal MACE-outcome trial — 18,144 patients; ezetimibe+simvastatin vs simvastatin alone cut MACE 6.4%
RR /2.0% AR over 7 years. The first non-statin lipid drug with proven outcome benefit.

2018 AHA/ACC/AACVPR Guideline on the Management of Blood Cholesterol (Grundy et al.) [Guideline]
Primary US cholesterol guideline; defines threshold-based addition of ezetimibe after max-tolerated statin.

2022 ACC ECDP on the Role of Nonstatin Therapies for LDL-C Lowering (Lloyd-Jones et al., JACC
[Guideline]
ACC expert consensus pathway: statin — ezetimibe — bempedoic acid — PCSKOi / inclisiran.

SHARP Trial — Ezetimibe + Simvastatin in CKD (Baigent et al., Lancet 2011; PMID 21663949) [Clinical Trial]
Showed ezetimibe + simvastatin reduces major atherosclerotic events in CKD patients (including dialysis) —
extending the indication beyond ACS.

RACING Trial — Moderate Statin + Ezetimibe vs High-Intensity Statin Alone (Kim et al., Lancet 2022; PMID
35717959) [Clinical Trial]

Showed moderate-intensity statin + ezetimibe was non-inferior to high-intensity statin alone for MACE with
fewer intolerance discontinuations — supports the add-on strategy.

AHA — Cholesterol Medications [Clinical]
AHA patient overview including ezetimibe.

Cleveland Clinic — Ezetimibe [Clinical]
Cleveland Clinic patient drug guide.

Mayo Clinic — Cholesterol-Lowering Drugs [Clinical]
Mayo overview of all cholesterol drug classes.

MedlinePlus — Ezetimibe [Clinical]
NIH/NLM patient drug information.
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https://doi.org/10.1056/NEJMoa1410489
https://doi.org/10.1056/NEJMoa1410489
https://doi.org/10.1161/CIR.0000000000000625
https://doi.org/10.1016/j.jacc.2022.07.006
https://doi.org/10.1016/S0140-6736(11)60739-3
https://doi.org/10.1016/S0140-6736(22)00916-3
https://doi.org/10.1016/S0140-6736(22)00916-3
https://www.heart.org/en/health-topics/cholesterol/cholesterol-medications
https://my.clevelandclinic.org/health/drugs/19416-ezetimibe-oral-tablets
https://www.mayoclinic.org/diseases-conditions/high-blood-cholesterol/in-depth/cholesterol-medications/art-20050958
https://medlineplus.gov/druginfo/meds/a603015.html

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 against AHA, NLA, Cleveland Clinic, Mayo Clinic, and the IMPROVE-IT trial. Ours
adds the LDL-lowering ladder visual, the IMPROVE-IT outcome chart, and clear dosing and next-step guidance for
patients on a top statin dose still above goal.

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/ezetimibe-guide

Online: https://go.riasalimd.com/ezetimibe-guide
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