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COMING TO CONSENSUS IN A NEW ERA: THE ROLE 
OF NON-STATIN THERAPIES

Introduction: Pamela B. Morris, MD, FACC
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2013 ACC/AHA Cholesterol Guidelines
Recommendations on Use of Non-Statins

• “Clinicians treating high risk patients who have a less than anticipated 
response to statins, who are unable to tolerate a less than recommended 
intensity of a statin or who are completely statin intolerant, may consider 
the addition of non-statin cholesterol lowering therapy…”  

• “In this situation, this guideline recommends clinicians preferentially 
prescribe drugs that have been shown in RCTs to provide ASCVD risk-
reduction benefits that outweigh the potential for adverse effects and 
drug-drug interactions and consider patient preferences.”

J Am Coll Cardiol 2013;2889-934.



2016 Expert Consensus Decision Pathway
Background

• September 2015: 2nd “LDL: Address the Risk Think Tank”
– Expert clinicians, patient advocacy groups, health plans, pharmacy 

benefit managers, drug manufacturers, EHR vendors, and health 
systems 

– Identified need for expert consensus guidance regarding  
incorporation of non-statin therapies into treatment strategies for 
higher-risk patients



2016 Expert Consensus Decision Pathway
Rationale 

• Provide more specific guidance on the adequacy of statin therapy and whether or 
when to use non-statin therapies if response to statins is deemed inadequate or less 
than anticipated

• Extend beyond 2013 evidence base to incorporate recent trial data and address 
current gaps in care for LDL-C lowering to reduce ASCVD risk

– HPS2-THRIVE (niacin/laropiprant)

– IMPROVE-IT  (ezetimibe+simvastatin)

• Consider use of drugs FDA-approved after publication of 2013 guideline (alirocumab, 
evolocumab)





2016 Expert Consensus Decision Pathway
Questions Addressed

1. In what patient populations should non-statin therapies be considered? 

2. In what situations should non-statin therapies be considered?

– When is the amount of LDL-C lowering less than anticipated, less than desired, 
or inadequate, and which treatment options should be considered in patients 
who are truly statin intolerant?

3. If non-statin therapies are to be added, which agents or therapies should 
be considered and in what order?



2016 Expert Consensus Decision Pathway
Assumptions and Definitions

• Thresholds for consideration of net benefit

– Maximally-tolerated statin therapy

– Percent LDL-C reduction: Achievement of ≥50% LDL-C reduction on high-
intensity statin, or >30% to <50% reduction for moderate-intensity statin

– May consider absolute LDL-C levels (or non-HDL-C in patients with DM) 
as factors

• WG emphasizes that these are not firm triggers (not “goals”) for adding 
medication but factors that may be considered within the broader context of 
an individual patient’s clinical situation



• Ezetimibe

• Bile-acid sequestrants (BAS)

• PCSK9 inhibitors

– Alirocumab, evolocumab

• Mipomersen

• Lomitapide

• LDL apheresis

• Niacin NOT routinely recommended

2016 Expert Consensus Decision Pathway
Non-Statin Therapies Considered

For selected pts with HoFH 

under care of a lipid specialist}



2016 Expert Consensus Decision Pathway
Patient Populations Addressed



Decision Pathway Algorithms
General

Patient group addressed

Threshold for considering 

additional action

Clinical actions to consider to 

achieve desired response

Factors to consider in clinician-

patient discussion re: use of non-

statin therapies

Non-statin therapies to consider 

in order

Continued monitoring for 

adherence and response



2016 Expert Consensus Decision Pathway
Summary: Patient Populations Addressed

• Ezetimibe first

• PCSK9i may then be 

added or replace 

ezetimibe

• LDL-C >190 mg/dl either

agent first

• Ezetimibe OR 

PCSK9i may be 

considered first

• Ezetimibe may be 

considered

• PCSK9i not recommended 

in primary prevention 

patients with DM

• Ezetimibe may be 

considered

• PCSK9i are not 

recommended 



Addressing Potential Statin Intolerance
• ACC Statin Intolerance App

– http://www.acc.org/StatinIntoleranceApp

• NLA 2014 Statin Intolerance Panel

• Careful history of myalgia patterns

• Consideration of secondary causes

• Wash-out and re-challenge
– N of 1 trials altering drug, dose, alternative dosing

http://www.acc.org/StatinIntoleranceApp
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Case Presentations



Case Presentation #1



Case Presentation #1:
Management of Statin-associated muscle symptoms in ASCVD

• 62 yo male with type 2 diabetes, NSTEMI and PCI to LAD 
approximately 6 weeks ago presents for monitoring of 
response to high-intensity statin therapy.  
– His baseline fasting lipid panel demonstrated: 

• TC 248 mg/dL  (6.41 mmol/L) 

• HDL-C 45 mg/dL  (1.16 mmol/L) 

• LDL-C 168 mg/dL  (4.34 mmol/L) 

• TG 175 mg/dL  (1.98 mmol/L)



Case Presentation #1:
Management of Statin-associated muscle symptoms in ASCVD

• He was discharged on atorvastatin 80 mg but developed 
intolerable myalgias within 2 weeks. 
– Symptoms described as intolerable symmetric myalgias of upper arms and 

legs.

– CK is normal.

– The dose was reduced to atorvastatin 40 mg daily and symptoms resolved. 

• He is tolerating therapy well and has been carefully adherent to 
medications and lifestyle recommendations. 
– He has lost 15 pounds and walks briskly about 155 minutes per week. 



Case Presentation #1:
Management of Statin-associated muscle symptoms in ASCVD

• At follow-up on atorvastatin 40 mg his current results are:
– TC 190 mg/dL  (4.91 mmol/L)

– HDL-C 40 mg/dL  (1.03 mmol/L)

– LDL-C 120 mg/dL  (3.10 mmol/L)

– TG 148 mg/dL  (1.67 mmol/L)

– LDL-C reduction = 29%



Audience Response System
Which of the following would you pursue as the 
next step in management?

A. Continue current regimen

B. Re-challenge with atorvastatin 80 mg daily

C. Switch to rosuvastatin 40 mg daily

D. Add ezetimibe 10 mg daily



Discussion
• Has this patient achieved anticipated reduction in atherogenic 

lipoproteins?

• Is the degree of lowering of atherogenic lipoproteins 
acceptable?

• Would you consider additional modifications to the patient’s 
regimen?

• What factors would you consider in the decision to further 
modify the patients medical regimen?



Clinical ASCVD with 
comorbidities

(DM, recent acute ASCVD event, 
ASCVD event while on statin, 
baseline LDL-C ≥190 mg/dl, 

uncontrolled major RFs, elevated 
Lp(a), CKD)

Evaluation and management of 
statin-associated muscle 

symptoms



Case Presentation #2



Case Presentation #2:
Role of non-statin therapies in primary prevention

• 66 yo female presents with baseline lipid panel:

– TC 246 mg/dL   (6.36 mmol/L)

– HDL-C 47 mg/dL   (1.22 mmol/L)

– LDL-C 168 mg/dL   (4.34 mmol/L)

– TG 155 mg/dL   (1.75 mmol/L)

– Blood pressure 142/92 mmHg

• 10-year ASCVD risk of 8.8% as calculated by the Pooled 
Cohort Equations. 



Case Presentation #2:
Role of non-statin therapies in primary prevention

• Lifestyle recommendations are discussed in detail and she is prescribed 
pravastatin 80 mg daily. 

• She returns in 12 weeks and reports excellent adherence to lifestyle 
modification and medication. 
– TC 202 mg/dL  (5.22 mmol/L)

– HDL-C 56 mg/dL   (1.45 mmol/L)

– LDL-C 128 mg/dL  (3.31 mmol/L)

– TG 90 mg/dL  (1.02 mmol/L)

– LDL-C reduction 24%  



Audience Response System

Which of the following would you pursue next?

A. Assess statin adherence 

B. Switch to atorvastatin 80 mg daily

C. Add ezetimibe 10 mg daily

D. Continue current regimen



Discussion
• Has this patient achieved anticipated reduction in atherogenic 

lipoproteins?

• Is the degree of lowering of atherogenic lipoproteins 
acceptable?

• Would you consider additional modifications to the patient’s 
regimen?

• What factors would you consider in the decision to further 
modify the patients medical regimen?



Primary 
prevention 
in patients 
with high 

ASCVD risk




