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What’s New in Lipids

• Challenges Impacting our Ability to Provide Optimal Care In the Lipid 
Arena……

1) Statin Intolerance
2) Omega 3 Debacle

3) Cost

4) Payors

5) Staffing

6) Us
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What’s New in Lipids
Statin Intolerance

Compactin (ML-236B)

Discovered in 1973 (Microbe/broth screening)

Competitive inhibitor of HMG-CoA reductase

Associated with hepatic crystals in mice

Did not drop LDL levels in mice

Associated with Lymphoma in dogs

Temporarily halted development of lovastatin



What’s New in Lipids
Statin Intolerance

SAMS=Statin Associated Muscle Symptoms

SAMS=Myalgia, fatigue, cramping (not arthralgia)

NOT a major concern with early landmark trials

Cancer and cataracts were closely monitored



What’s New in Lipids
Statin Intolerance-Clinical Trials

SAMS=Very common in both arms of trials

SAMS=As common as you want to look!

In randomized, double blinded statin trials, the 
incidence of SAMS is 1.5-5%

HPS=SAMS simva group was 32.9%, 33.1% in 
placebo arm

How did we get from then to now?



What’s New in Lipids
Statin Intolerance

Major Factors Contributing to Statin Intolerance

1)Social Media/Internet

2) The Lancet

3) Providers
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What’s New in Lipids
Statin Intolerance

Wakefield/Lancet Timeline

1) 1998; Case Study Published in Lancet (n=12), Connects 
MMR to Developmental Disorders

2) 1998-present; Epidemiologic Studies Conducted Refuting 
MMR Link to Autism

3) 2004; 10/12 Authors Retract Interpretation, Lancet 
Exonerates all from Charges of Ethical Violations and 
Scientific Misconduct Despite Proof of Funding by Lawyers 
Involved in Lawsuits Against Vaccine Producing Companies



What’s New in Lipids
Statin Intolerance

“Research Integrity for our Time”



What’s New in Lipids
Statin Intolerance

Wakefield/Lancet Timeline

4) 2010; Lancet Fully Retracts Paper, Citing Ethical 
and Scientific Concerns

5) 2010;  BMJ Exposes Driving Force Behind Fraud-
Financial Gain

6) 2008-present; Persistent Measles Outbreaks and 
Worldwide Vaccine Hesitancy, Growing Distrust in 
the Medical Field



What’s New in Lipids
Statin Intolerance-Providers

We as Providers Can do a Better Job Framing the 
Statin Conversation…..

•Address SAMS head on

•Explain CV Event Reduction Associated with 
Statin Use

•Confirm Communication Channels
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Statin Intolerance



What’s New in Lipids
Statin Intolerance

NLA Scientific Statement on Statin Intolerance 
Purpose…

“To Provide an Updated Statin Intolerance 
Definition, with Accompanying Rationale to 
Inform Clinicians and Researchers in 
Identification, Management, and Investigation of 
the Syndrome of Statin Intolerance”



What’s New in Lipids
Statin Intolerance

NLA Scientific Statement on Statin Intolerance 
Purpose…From a Clinician’s Perspective

1) Confront the 5-30% Rate of Statin Intolerance

2) Navigate the Nocebo Effect 

3) Improve Our Ability to Reach Target, and 
Thus Reduce CV Events



What’s New in Lipids
Statin Intolerance Definition

“ One or More Adverse Effects Associated with 
Statin Therapy, which Resolves or Improves with 
Dose Reduction or Discontinuation, and can be 
Classified as Complete Inability to Tolerate any 
Dose of a Statin or Partial Intolerance, with 
Inability to Tolerate the Dose Necessary to 
Achieve the Patient Specific Therapeutic 
Objective.



What’s New in Lipids
Statin Intolerance Definition-

Continued
“To Classify a Patient as Statin Intolerant, a 
Minimum of Two Statins Should have Been 
Attempted, Including at Least One at the Lowest 
Approved Daily Dose”



Loweris Better
“Patient Specific 

Therapeutic Objective”
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2013 ACC/AHA Guidelines
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2013 ACC/AHA Guidelines

20



What’s New in Lipids
Statin Intolerance-Nocebo Effect

Nocebo Effect- Situation Where a Negative 
Outcome Occurs due to a Belief that the 
Intervention Will Cause Harm.

•Samson Trial

•StatinWISE Trial

Up to 90% of Statin Intolerance is Due to Nocebo 
Effect



What’s New in Lipids
Statin Intolerance- NLA Key Points

•Statin intolerance is a continuum

•Look for Risk Factors: ETOH, Drug Interactions, 
Hypothyroidism, Low Vit D 

•Do Not Delay Non Statin Therapy in High Risk Pts

•Nocebo Effect Does Not Make Symptoms Clinically 
Less Relevant or Reduce Need for Therapy



What’s New in Lipids
Statin Intolerance-Lifestyle Modification

•Healthy Diet

•Weight Loss if Applicable

•Smoking Cessation if Applicable

•Regular Activity

Minimum 150 Minutes Moderate Intensity, or

Minimum 75 Minutes High Intensity, Plus

2 Sessions of Resistance Training



What’s New in Lipids
Statin Intolerance-Medications

Ezetimibe
Cholesterol Absorption Inhibitor

• 15-20% LDL Reduction Monotherapy, 20-25% with Statin

• Modest Event Reduction on Top of Statin in Improve-It Trial

• More Pronounced Event Reduction in Monotherapy in 
EWTOPIA Trial

• Enhance Trial-Doomed by Poor Design in More Ways Than 
One



What’s New in Lipids
Statin Intolerance-Medications

PCSK9 Inhibitors

Alirocumab-Praluent

Evolocumab-Repatha

•Both Lower LDL by at Least 50-60%

•Both Have CV Outcomes Data Combined with 
Statin Therapy



What’s New in Lipids
Statin Intolerance-Medications

PCSK9 Inhibitors/SiRNA

Inclisiran-Leqvio



What’s New in Lipids
Statin Intolerance-Medications

ATP Citrate Lyase Inhibitor

Bempedoic Acid-Nexletol



What’s New in Lipids
Statin Intolerance-Medications

Bile Acid Sequestrants
•Cholestyramine/Colestipol/Colesevelam

•LDL Reduction of 13-25%, Trig Rise of 5-20%

•Pre Statin Data: LRC-CPPT Trial, Modest Event 
Reduction

•Beware Binding Up Other Meds



What’s New in Lipids
Statin Intolerance-Medications

PPAR Alpha Modulators-Fibrates

Fenofibric Acid, Fenofibrate, Gemfibrozil

•Lipid Effect Dependent on Phenotype

•Study Results Mixed



What’s New in Lipids
Statin Intolerance-Medications

PPAR Alpha Modulators-Fibrates
Gemfibrozil-Helsinki Heart, VA- Hit

•CV Event Rates Reduced Modestly (No Statin)

Fenofibrate- Field, Accord Trials

•No Event Reduction

•Beware Using Gemfibrozil with Statins!
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What’s New in Lipids
Statin Intolerance-Medications

Omega 3s

•Pure EPA or EPA/DHA Combination

•Regulated or Supplement



What’s New in Lipids
Statin Intolerance-Medications

Clinical Trials

•Ascend-Lovaza-EPA and DHA- No Benefit in 15,000 
Diabetic Patients

• Strength-Epanova-EPA and DHA- No Benefit in 
13,000 High Risk CV Patients

• Reduce It-IPE-Significant CV Event Reduction

• IPE Incorporated into AHA, ADA, AACE,ESC, NLA 
Guidelines



What’s New in Lipids
Statin Intolerance-Medications

IPE

•Branded not Covered by Payors

•Generic Difficult to Find

•Toxic Mineral Oil Theory



What’s New in Lipids
Statin Intolerance-Medications



Worldwide Supplements CEO



Questions?


