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Table 3.  Applying the American College of Cardiology/American Heart Association Class of Recommendation and Level of 
Evidence to Clinical Strategies, Interventions, Treatments, or Diagnostic Testing in Patient Care* (Updated December 2024)
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phenotype, and interactions with other medications.4 This 
variation in response to LLT has been associated with AS-
CVD outcomes.3 Adherence to LLT remains low and is as-
sociated with ASCVD outcomes.5 Performance of a lipid 
profile provides the most objective evidence to assess re-
sponse to LLT and expected ASCVD outcomes. A nonfast-
ing lipid profile suffices in most cases unless the patient has 
known hypertriglyceridemia, in which case a fasting lipid 
profile should be performed. Nonfasting lipid profiles reflect 
typical daily physiology, improve patient convenience, and 
allow for improved adherence to testing at regular intervals. 
Response to therapy is assessed as a percentage reduction 
in LDL-C from baseline, as well as achievement of absolute 
LDL-C and non�HDL-C goals. LDL-C and non�HDL-C 
thresholds indicate the levels at which consideration should 
be given to treatment intensification (Figure 1).

Recommendation-Specific Supportive Text
	 1.	 High-quality evidence from RCTs evaluating statin 

and nonstatin therapy supports monitoring response 
to treatment with a lipid profile 4 to 12 weeks after 
initiation or intensification of therapy and every 6 

to 12 months thereafter.1,2,6�8 The frequency for 
subsequent lipid profiles should be individualized 
based on ASCVD risk, the degree of LDL-C reduc-
tion needed, the medication used, time to steady 
state, patient adherence, and stability of lipid levels. 
For patients requiring no change in therapy, a sta-
ble response, and no clinical changes, a lipid profile 
every 12 months is appropriate. Response to statin 
therapy can vary substantially and is associated 
with future ASCVD events.3 Measuring a lipid pro-
file provides the most objective assessment of this 
variation. Inadequate response to treatment may 
lead to further intensification of lifestyle or statin 
regimen, and/or initiation of a nonstatin LLT. Lipid 
profile measurement is associated with improved 
medication adherence.9�11 Monitoring and discus-
sion of results between a clinician and patient could 
refine discussions for treatment intensification 
and provide a collaborative opportunity to assess 
adherence-related barriers and should be incentiv-
ized by health systems. Finally, performance of a 
lipid profile reduces therapeutic inertia (failure to 
initiate or intensify therapy when indicated).9,11�13

Figure 1. Lipoprotein Goals for ASCVD Risk Reduction.
apoB indicates apolipoprotein B; ASCVD, atherosclerotic cardiovascular disease; AU, Agatston units; CAC, coronary artery calcium; CKD, chronic kidney 
disease; FH, familial hypercholesterolemia; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; and TG, triglycerides.
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4. MANAGEMENT
4.1. Lifestyle Management
Synopsis
Healthy lifestyle habits, including implementation of each 
of the components of the AHA Life�s Essential 8,1 are im-
perative to optimize cardiovascular health, with a relative 
risk reduction (RRR) of approximately 50% in adverse 
CVD outcomes noted even in individuals with genetic pre-
disposition to ASCVD.2 A healthy diet, as described by the 
�2019 ACC/AHA Guideline on the Primary Prevention of 
Cardiovascular Disease,� has been given a Class 1A rec-
ommendation for the reduction of CVD events.3,4 To target 
residual risk due to suboptimal lifestyle habits, clinicians 
should adequately assess a patient�s baseline behavioral 
habits, which can be streamlined through the use of life-
style screening tools integrated into the electronic medi-
cal record, digital health technologies, and team-based 
care.5 Lifestyle management is foundational for ASCVD 
risk reduction and should accompany medical therapy to 
obtain the best outcomes. This section focuses on life-
style management for the treatment of dyslipidemia.

4.1.1. Primordial Prevention of Dyslipidemia: 
Childhood Through Adulthood

Recommendation for Primordial Prevention of Dyslipidemia:  
Childhood Through Adulthood
Referenced studies that support the recommendation are  
summarized in the Evidence Table.

COR LOE Recommendation

1 A

	1.	 In children and healthy adults, healthy dietary 
patterns, regular physical activity, maintenance of 
a healthy weight, healthy sleep, stress manage-
ment, and avoidance of tobacco products should 
be promoted and reinforced lifelong to reduce 
the risk for dyslipidemia and ASCVD.1�4

Synopsis
Preventing or delaying the onset of dyslipidemia (pri-
mordial prevention) is anticipated to optimize lipid-relat-
ed ASCVD risk. Prolonged and persistent exposure to 
atherogenic lipoproteins accelerates the risk of ASCVD 
events. Optimization of health-related behaviors will re-
duce the risk of developing dyslipidemia. Primordial pre-
vention measures are more likely to be effective when 
introduced early in life, established as habits, and longitu-
dinally sustained. Environmental and social determinants 
of health are additionally associated with the likelihood of 
developing dyslipidemia.

Recommendation-Specific Supportive Text
	 1.	 Atherosclerosis is accelerated by premature and 

persistent elevations in the concentration of apoB-
containing lipoproteins, principally LDL particles. 
Among young adults who died from trauma, dyslip-
idemia was associated with an increased likelihood 

of coronary atherosclerosis on autopsy.1,5 Persistent 
dyslipidemia among children and young adults is 
associated with a heightened risk of future coronary 
artery disease (CAD) and a greater likelihood of 
dyslipidemia in adulthood.2,6,7 Inherited genetic vari-
ants that raise and lower LDL-C levels increase and 
decrease ASCVD proportionally more than rates 
achieved in typical RCTs, which last 3 to 5 years.3,8,9 
This suggests that long-term exposure to differ-
ent LDL-C levels has greater impact on ASCVD 
outcomes than observed in RCTs because of the 
duration of exposure. Thus, it is critically important 
to optimize healthy lifestyle habits as early as pos-
sible to prevent the development of dyslipidemia at 
a young age. Dietary factors strongly influence the 
likelihood of developing dyslipidemia, and promot-
ing heart-healthy dietary patterns in childhood and 
adolescence is associated with reduced risk for dys-
lipidemia.4,10 Regular brisk physical activity,11�13 main-
taining a normal weight, and tobacco cessation and 
abstinence are also associated with more favorable 
lipids and cardiovascular outcomes.14 Additional fac-
tors may influence dyslipidemia risk, including lower 
income,15�17 food insecurity,18,19 occupation,20,21 and 
various environmental indices.22�24

4.1.2. Dietary Approaches in Dyslipidemia

4.1.2.1. Dietary Management of LDL-C Disorders
Recommendation for Dietary Management of LDL-C Disorders
Referenced studies that support the recommendation are summarized 
in the Evidence Table.

COR LOE Recommendation

1 B-R

	1.	 In adults and children with or without ASCVD, a 
diet emphasizing intake of fruits, vegetables, nuts, 
legumes, whole grains, and fiber, while replacing 
saturated and trans fats with dietary monounsatu-
rated and polyunsaturated fats, is recommended 
to decrease LDL-C levels and reduce ASCVD 
risk.1�4

Synopsis
RCTs and observational studies have consistently shown 
a strong association between eating patterns such as the 
Mediterranean, the Dietary Approach to Stop Hypertension 
(DASH), and vegetarian diets with improved cardiovascu-
lar outcomes.5�7 Studies of healthy eating patterns, includ-
ing high intake of fruits and vegetables, nuts and seeds, 
fiber-rich foods such as legumes and whole grains, and 
monounsaturated and polyunsaturated fats, have dem-
onstrated modest effects on LDL-C lowering.6 Additional 
LDL-C reduction can be seen, however, with vegetarian 
diets, particularly with added fiber, soy protein, and nuts.1,8 
An important component of controlling LDL-C through diet 
is avoiding saturated fat.9 There is a graded association be-
tween elevated LDL-C levels and intake of saturated fat, 
which is typically found in red meat, butter, high-fat milk, 
coconut oil, and palm and palm kernel oil (often referred 
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to as tropical oils).2 When saturated fats are replaced with 
unsaturated fats, there is a strong association with reduced 
LDL-C levels. Sources of polyunsaturated fats include fish, 
nuts, flax and chia seeds, and oils, particularly corn, sun-
flower, and soybean oil; sources of monounsaturated fats 
include olive oil, avocados, and nuts. Focusing on healthy 
eating patterns that limit saturated fat while increasing un-
saturated fat produces more consistent LDL-C lowering 
than restricting dietary cholesterol.3 The health benefits of 
this exchange can be offset by excess processed sugar 
and other aspects of ultra-processed foods.

Recommendation-Specific Supportive Text
	 1.	 Although healthy eating patterns provide multiple 

cardiovascular benefits, including weight reduc-
tion, decreased inflammation, and improved con-
trol of blood pressure and glucose, the direct effect 
on LDL-C tends to be more modest. There may be 
individual variation in LDL-C lowering in response to 
dietary changes, particularly changes in saturated fat 
intake, which are influenced by bile acid production, 
reabsorption in the gut, and genetic polymorphisms.10 
In a randomized crossover trial, 62 overweight 
adults were assigned to the Mediterranean diet ver-
sus a vegan diet for 16 weeks each.4 The LDL-C 
decreased by 14.8 mg/dL (95% CI, �23.5 to �6.2 

mg/dL; P<0.001) with the vegan diet but did not 
decrease significantly with the Mediterranean diet. 
In a meta-analysis of RCTs, there was a 7.7 mg/dL 
(0.20 mmol/L [95% CI, 0.07-0.33]; P=0.003) low-
ering of LDL-C with plant-based sources of protein 
compared with meat.11 The mean LDL-C lowering 
with vegetarian or vegan versus omnivorous diets 
was 11.6 mg/dL (�0.30 mmol/L [95% CI, �0.40 to 
�0.19]; P<0.001).8 One serving of nuts per day was 
associated with a 4.8 mg/dL (95% CI, �5.5 to �4.2) 
decrease in LDL-C.12 Fiber intake can have a small 
effect on LDL-C lowering; 3 daily servings of oatmeal 
(28 g each) could lower the LDL-C by <5 mg/dL 
(0.13 mmol/L).13 The Portfolio diet, which added nuts, 
soy protein, fiber, and a plant sterol�enriched marga-
rine, decreased the mean LDL-C by 26 mg/dL (95% 
CI, �31 to �21 mg/dL; P<0.001).1

4.1.2.2. Lifestyle Management of Hypertriglyceridemia
Recommendations for Lifestyle Management of Hypertriglyceridemia
Referenced studies that support recommendations are summarized in 
the Evidence Table.

COR LOE Recommendations

1 A

	1.	 In adults with fasting TG levels of 150 to 499 
mg/dL (1.7�5.6 mmol/L), a diet that is low in 
added sugar, refined carbohydrates, and satu-
rated fat, and that minimizes alcohol (Figure 2) is 
beneficial to reduce TG and ASCVD risk.1�4

Figure 2. Health Behavior Interventions in Patients With Hypertriglyceridemia.
*Referral to an RDN and lipid specialist advised. �Referral to an RDN necessary. �Clinicians may opt to reduce total fat as a percent of calories 
in some patients to 10% to 15% (examples include those with a history of pancreatitis or those at the higher end of this range). §Limitation of 
total fat to 10% to 15% of total daily intake, with guidance from an RDN is essential for patients with FCS. ¶For those with TG disorders outside 
of FCS, individually tailored total fat limitation under the guidance of an RDN can be beneficial due to variable response to diet. ||Although 
clinicians should aim for a patient to achieve the guideline-directed amount of physical activity, any physical activity is likely beneficial in sedentary 
individuals and should be encouraged to reduce cardiometabolic risk. FCS indicates familial chylomicronemia syndrome; RDN, registered dietician 
nutritionist; and TG, triglycerides. Adapted with permission from Virani et al,13 with additional information obtained from Arnett et al.10 © 2021 
American College of Cardiology Foundation.
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length of exposure to elevated LDL-C and Lp(a) should 
be factored into the treatment decision. Once atheroscle-
rosis has developed, risk may remain above that of indi-
viduals without atherosclerosis even with intensive LDL-
C�lowering therapy.8

4.2.3.1. Role of the Individualized Benefit-Risk 
Discussion

Recommendation for Role of the Individualized Benefit-Risk  
Discussion
Referenced studies that support the recommendation are summarized 
in the Evidence Table.

COR LOE Recommendation

1 B-NR

	1.	 In individuals with dyslipidemia, clinicians and 
their patients should engage in a discussion of 
the patient�s ASCVD risk, healthy lifestyle as 
the foundation of risk reduction, expected risk 
reduction benefits from LLT, possible harms and 
DDI, costs, and patient preferences to make 
individualized treatment decisions and/or con-
sider additional options for evaluation to aid in 
decision-making.1�4

Synopsis
The �2018 AHA/ACC/Multisociety Guideline on the 
Management of Blood Cholesterol� made the �clini-
cian�patient risk discussion� an integral part of clinical 
decision-making.5 In the current guideline, the role of 
individualized benefit-risk discussions between the clini-
cian and patient is further amplified as a core element of 
patient-centered care. This discussion may also involve 
family or other health advocates. Individualized benefit-
risk discussions focus on patient education to build trust 
and support informed decisions. Using simplified, plain 
language and visual aids, clinician-provided explana-
tion of the patient�s estimated ASCVD risk and available 
treatment options for risk reduction is encouraged. The 
explanation of treatment options includes discussion of 
anticipated benefits, potential for adverse effects and 
DDI, and consideration of costs. The patient should be 
given an opportunity to verbalize their values, attitudes, 
abilities, concerns, and personal goals for making sus-
tained lifestyle changes and taking medications. Decid-
ing upon an initial treatment strategy may require 1 or 
multiple discussions between the patient and clinician 
and may benefit from reinforcement from multiple clini-
cians. Additional evaluation may refine risk assessment 
to improve decision-making. Future encounters should 
address patient questions/concerns, review treatment 
response, emphasize adherence, reaffirm benefit, and 
consider further opportunities to reduce ASCVD risk.

Recommendation-Specific Supportive Text
	 1.	 The clinician may use a checklist to facilitate indi-

vidualized benefit-risk discussions with the patient 

Table 10.  Checklist for Individualized Benefit-Risk Discus-
sion

Checklist Item Recommendation

� ASCVD risk  
assessment

Perform ASCVD risk assessment (Sections 
4.2.3.2 through 4.2.3.7).

When indicated, use the PREVENT-ASCVD 
Calculator.*

Explain risk in absolute and relative terms.

Use decision tools to explain risk (eg, PREVENT-
ASCVD Calculator*).

Consider CAC scan or the presence and severity 
of atherosclerosis seen on a non-ECG–gated 
chest CT or a carotid ultrasound.

Consider risk enhancers.

Consider reproductive age risk markers.

� Emphasize 
healthy lifestyle 
habits as the 
foundation of 
treatment

Review lifestyle habits (eg, diet, physical activity, 
weight or body mass index, and tobacco use).

Endorse a healthy lifestyle and provide relevant 
advice, materials, or referrals (eg, CardioSmart,† 
AHA Life’s Essential 8,‡ NLA Patient Tear 
Sheets,§ PCNA Heart Healthy Toolbox,� cardiac 
rehabilitation, dietitian, smoking cessation pro-
gram).

� Potential net 
clinical benefit of 
pharmacotherapy

Recommend a statin as first-line therapy.

Consider the combination of statin and nonstatin 
therapy in selected patients.

Discuss potential risk reduction from LLT.

Discuss the potential for adverse effects or drug–
drug interactions.

� Cost and conve-
nience consider-
ations

Discuss potential out-of-pocket cost of therapy 
to the patient (eg, insurance plan coverage, tier 
level, copayment).

Discuss administration of medicine by daily oral 
therapy, time of administration, potential drug 
interactions, subcutaneous injection every 2 wk 
versus every 6 mo.

� Shared  
decision-making

Encourage the patient to verbalize what was 
heard (eg, patient’s personal estimated ASCVD 
risk, available options, and risks/benefits).

Invite the patient to ask questions, express values 
and preferences, and state ability to adhere to 
lifestyle changes and medications.

Refer patients to trustworthy materials to aid in 
their understanding of issues regarding risk deci-
sions.

Collaborate with the patient to determine therapy 
and follow-up plan.

*The PREVENT-ASCVD Online Calculator is available at: https://professional.
heart.org/en/guidelines-and-statements/prevent-calculator.

�CardioSmart health information is available at: https://www.cardiosmart.org/
topics/healthy-living.

�AHA Life’s Essential 8 information is available at: https://www.heart.org/en/
healthy-living/healthy-lifestyle/lifes-essential-8.

§NLA Patient Tear Sheets information is available at: https://www.lipid.org/
practicetools/tools/tearsheets.

�PCNA Heart Healthy Toolbox information is available at: https://pcna.net/
resource/heart-healthy-toolbox/.

AHA indicates American Heart Association; ASCVD, atherosclerotic cardio-
vascular disease; CAC, coronary artery calcium; CT, computed tomography; ECG, 
electrocardiogram; LDL-C, low-density lipoprotein-cholesterol; LLT, lipid-lowering 
therapy; PCNA, Preventive Cardiology Nurses Association; and NLA, National 
Lipid Association. Adapted with permission from Martin et al.4 Copyright 2015 
American College of Cardiology Foundation.
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Synopsis
Several patient characteristics, diagnoses, and labo-
ratory values not included in the PREVENT-ASCVD 
equations are associated with increased long-term 
risk of ASCVD events (Table 13). These risk enhancers  
exhibit variable strengths of association with ASCVD 
risk, but whether LLT is effective at reducing their 
associated incremental risk requires further study. 
Autoimmune diseases may promote ASCVD through 
LDL-C�independent pathways, such as inflammation. 
Similarly, hsCRP is a marker of inflammation, yet the 
JUPITER (Justification for the Use of statins in Pre-
vention: an Intervention Trial Evaluating Rosuvastatin) 
trial demonstrated high-intensity statin therapy re-
duces ASCVD events, with an effect size compatible 
with the LDL-C�lowering effect of statins alone.19,20 
Moderate-intensity statin therapy demonstrated ben-
efit in RCTs in individuals at borderline estimated 
10-year ASCVD risk (3% to <5% risk); however, 

the number needed to treat is higher, and the deci-
sion to implement LLT should be made in the context 
of the benefit-risk discussion. The presence of risk 
enhancers may help to confirm a higher risk state 
and thereby support a decision to initiate or intensify 
statin therapy. However, an independent association 
between a risk-enhancer and ASCVD risk does not 
necessarily mean the risk enhancer improves risk 
prediction over the PREVENT-ASCVD equations.21 
The absence of risk enhancers should not be taken 
to indicate lower ASCVD risk than calculated using 
PREVENT-ASCVD equations and does not warrant 
delay or avoidance of LLT. Risk enhancers may also 
identify individuals with low estimated risk (<3%) by 
PREVENT-ASCVD equations who may be reasonable 
for consideration of LLT [eg, strong family history of 
premature CVD and/or very high Lp(a)] or may be 
included in the benefit-risk discussion for individuals 
at higher risk who have concerns about starting LLT.

Figure 5. CPR Framework for Risk Evaluation.
CAC indicates coronary artery calcium; and CPR, Calculate�Personalize�Reclassify.
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Figure 8. Evaluation and Management of HoFH.
HoFH indicates homozygous familial hypercholesterolemia; LDL-C, low-density lipoprotein cholesterol; and PCSK9, proprotein convertase 
subtilisin/kexin type 9.
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Figure 9. Adults With Diabetes and Without ASCVD.
apoB indicates apolipoprotein B; ASCVD, atherosclerotic cardiovascular disease; HDL-C, high-density lipoprotein cholesterol; IPE, icosapent ethyl; 
LDL-C, low-density lipoprotein cholesterol; LLT, lipid-lowering therapy; mAb, monoclonal antibody; and PCSK9, proprotein convertase subtilisin/kexin type 
9. *Refer to Table 17, �Diabetes-Specific Risk Enhancers Independent of Other Diabetes-Related Risk Factors.� �In adults with diabetes who have statin-
attributed side effects, initiation of ezetimibe and/or bempedoic acid and/or a PCSK9 mAb is recommended to lower LDL-C and reduce ASCVD risk.
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Figure 11. Secondary ASCVD Prevention for Adults at Very High Risk.
*Two cardiovascular outcome studies in patients with ASCVD are ongoing with inclisiran. ASCVD indicates atherosclerotic cardiovascular disease; 
CKD, chronic kidney disease; HDL-C, high-density lipoprotein cholesterol; HeFH, heterozygous familial hypercholesterolemia; LDL-C, low-density 
lipoprotein cholesterol; mAb, monoclonal antibody; and PCSK9, proprotein convertase subtilisin/kexin type 9. Adapted with permission from 
Grundy at al.13 © 2018 American Heart Association, Inc. and American College of Cardiology Foundation.

D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



C
LI

N
IC

A
L 

S
TA

TE
M

E
N

TS
 

A
N

D
 G

U
ID

E
LI

N
E

S

TBD TBD, 2026� Circulation. 2026;153:e00�e00. DOI: 10.1161/CIR.0000000000001423e58

Blumenthal et al 2026 Dyslipidemia Guideline

Figure 12. Secondary ASCVD Prevention for Adults at Not Very High Risk.
*CVOTS pending; the majority of patients with ASCVD are at very high risk. ASCVD indicates atherosclerotic cardiovascular disease; HDL-C, 
high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; mAb, monoclonal antibody; and PCSK9, proprotein convertase 
subtilisin/kexin type 9. Adapted with permission from Grundy at al.13 © 2018 American Heart Association, Inc. and American College of 
Cardiology Foundation.
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of potential drug interactions compared with other statin 
therapies (Table 22).

Recommendation-Specific Supportive Text
	 1.	 The REPRIEVE trial evaluated pitavastatin 4 mg 

daily versus placebo in PLHIV aged 40 to 75 years 
over a median of 5.1 years and demonstrated a 
35% relative reduction in first MACE compared 
with placebo (95% CI, 0.48-0.90; P=0.002).1 
Results were consistent across a range of ASCVD 
risk scores and subgroups defined by age, sex, 
race, risk factor status, baseline LDL-C, and HIV 
disease characteristics. A substudy of REPRIEVE 
investigated progression of noncalcified plaque on 
CCTA. Pitavastatin resulted in 4.3 mm3 less pro-
gression in noncalcified plaque than placebo over-
all in 2 years and a difference of 8.8 mm3 among 
those with any noncalcified plaque on the baseline 
CCTA.8 Of note, eligibility criteria for REPRIEVE 
did not include a lower bound on the 10-year risk 
of ASCVD based on the PCE or a lower bound on 
LDL-C level. Median PCE-determined 10-year risk 
was 4.5%, and median LDL-C was 108 mg/dL at 
study entry.1

DDI between LLT and antiretroviral thera-
pies are an important consideration. Lovastatin, 
simvastatin, and atorvastatin are metabolized 
by cytochrome P450 CYP34A and fluvastatin 
by cytochrome P450 CYP2C9, which can com-
monly lead to DDI with antiretroviral therapy.9 
Pitavastatin was the statin studied in REPRIEVE 
because, along with rosuvastatin and pravastatin, 
it is primarily not metabolized by cytochrome P450 
CYP34A.For PLHIV <40 years of age, please 
refer to Section 4.2.3.7, �Primary Prevention in 
Adults 30 to 79 Years of Age With LDL-C Levels 
70 to 189 mg/dL (1.8-4.9 mmol/L),� and Section 
4.2.8.2, �Young Adults Ages >18 to 39 Years,� 
for additional guidance in primary prevention in 
young adults.

4.2.8.10. Adults With Cancer or History of Cancer
Recommendations for Adults With Cancer or History of Cancer
Referenced studies that support recommendations are summarized in 
the Evidence Table.

COR LOE Recommendations

1 B-NR

	1.	 Adult cancer survivors with life expectancy of at 
least 2 y who otherwise qualify for LLT should be 
treated similarly to people without history of can-
cer to reduce the risk of ASCVD events.1�6

1 B-NR

	2.	 In adults with active cancer currently on statin 
therapy, treatment should be continued to reduce 
ASCVD risk unless there is concern for a specific 
drug interaction or life expectancy is <1 y.7�9

2b B-R
	3.	 In adults with active cancer, initiation of statin 

therapy may be considered to prevent anthracy-
cline-induced cardiotoxicity.10

Synopsis
CVD is the second most common cause of death among 
people with a history of cancer and is the leading cause 
of death in longer-term survivors (eg, 5-10 years after 
diagnosis).1�4 Published evidence indicates no increase 
in risk associated with statin therapy in patients with can-
cer, and observational studies show that statin treatment 
in patients with cancer history is associated with lower 
overall mortality and even cancer-related mortality.5 Un-
fortunately, cancer survivors are more likely to discon-
tinue statin therapy than people without cancer, despite 
increased risk of ASCVD.11 Thus, special attention is 
needed by clinicians treating dyslipidemia to ensure that 
patients with cancer who are otherwise candidates for 
LLT do receive preventive treatment. This is particularly 
important when considering secondary prevention of 
ASCVD.7 Emerging evidence indicates that statins may 
provide protection against chemotherapy-induced car-
diomyopathy (particularly with anthracyclines and trastu-
zumab); thus, statins may be considered in patients at 
borderline or higher ASCVD risk when initiation of statin 
therapy was otherwise uncertain. In vitro and in vivo data 
suggest that statins may also enhance the activity of 
some anticancer treatments at certain cancer sites. This 
may occur due to the high requirement for cholesterol in 
rapidly dividing cells, alterations in protein geranylgera-
nylation, and other potential mechanisms. Clinical trials 
focused on statin therapy in relation to anticancer thera-
py and outcomes are needed.11�15

Recommendation-Specific Supportive Text
	 1.	 The risk of ASCVD is elevated among cancer 

survivors relative to controls, with a standardized 
mortality ratio of fatal heart disease of 2.24 (95% 
CI, 2.23-2.25). Among 5-year cancer survivors at 
low oncologic risk, the risk of heart disease death 
over the next 5 years is greater than the risk of 
cancer death.2,3 Guidelines from the National 
Comprehensive Cancer Network recommend fol-
lowing primary prevention guidelines for ASCVD 
in cancer survivors.6 In Denmark, there was a 
lower risk of cancer-related mortality and all-
cause mortality among statin users.5 Patients with 
cancer and acute MI have better outcomes if pre-
scribed a statin (HR, 0.56 [95% CI, 0.32-0.96]).7 
Among 2-year survivors of cancer with no meta-
static disease, patients with lung and colorectal 
cancer are particularly vulnerable to statin nonad-
herence.14 Discontinuation of statins selectively in 
the context of polypharmacy among older adults 
in a large observational study in Italy was associ-
ated with higher risk of HF hospitalization (HR, 
1.24 [95% CI, 1.07-1.43]) and any cardiovascu-
lar outcome (HR, 1.14 [95% CI, 1.03-1.26]) and 
mortality (HR, 1.15 [95% CI, 1.02-1.30]).16 Statins 
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Table 22.  Antiretroviral Therapy and Statin Drug Interactions

Statin Antiretroviral Drug Recommendations

Protease Inhibitors

Atorvastatin10 Atazanavir

Atazanavir/ritonavir

Titrate atorvastatin dose carefully and administer the lowest effective dose while monitoring for toxicities.

Atazanavir/cobicistat Do not coadminister.

Darunavir/cobicistat

Darunavir/ritonavir

Titrate atorvastatin dose carefully and administer the lowest effective dose while monitoring for toxicities. Do 
not exceed atorvastatin 20 mg daily.

Lopinavir/ritonavir Titrate atorvastatin dose carefully and administer the lowest effective dose while monitoring for toxicities. Do 
not exceed atorvastatin 20 mg daily.

Tipranavir/ritonavir Do not co-administer.

Lovastatin11 All protease inhibitors Contraindicated.

Pitavastatin12 All protease inhibitors No dose adjustment needed.

Pravastatin13 Atazanavir/ritonavir

Atazanavir/cobicistat

Titrate pravastatin dose carefully while monitoring for pravastatin-related adverse events.

Darunavir/cobicistat

Darunavir/ritonavir

Titrate pravastatin dose carefully while monitoring for pravastatin-related adverse events.

Lopinavir/ritonavir No dose adjustment needed.

Rosuvastatin14 Atazanavir/ritonavir Titrate rosuvastatin dose carefully and administer lowest effective dose while monitoring for rosuvastatin-
related adverse events.

Atazanavir/cobicistat Do not exceed rosuvastatin 10 mg daily.

Darunavir/cobicistat Titrate rosuvastatin dose carefully and administer lowest effective dose while monitoring for rosuvastatin-
related adverse events. Do not exceed rosuvastatin 20 mg daily.

Darunavir/ritonavir Titrate rosuvastatin dose carefully and administer the lowest effective dose while monitoring for rosuvastatin-
related adverse events.

Lopinavir/ritonavir Titrate rosuvastatin dose carefully and administer the lowest effective dose. Do not exceed rosuvastatin 10 mg daily.

Tipranavir/ritonavir No dose adjustment needed.

Simvastatin15 All protease inhibitors Contraindicated.

NNRTIs

Atorvastatin10 Doravirine

Rilpivirine

No dose adjustment needed.

Efavirenz

Etravirine

Adjust atorvastatin dose according to lipid response, but do not exceed the maximum recommended dose.

Nevirapine Adjust atorvastatin dose according to lipid response, but do not exceed the maximum recommended dose.

Fluvastatin16 Doravirine

Rilpivirine

Nevirapine

No dose adjustment needed.

Efavirenz

Etravirine

Dose adjustments for fluvastatin may be necessary. Monitor for fluvastatin toxicity.

Lovastatin11

Simvastatin15

Doravirine

Rilpivirine

No dose adjustment needed.

Efavirenz Adjust simvastatin dose according to lipid response, but do not exceed the maximum recommended dose.

Etravirine

Nevirapine

Adjust lovastatin or simvastatin dose according to lipid response, but do not exceed the maximum recom-
mended dose.

Pitavastatin12 All NNRTIs No dose adjustment needed.

Pravastatin12 Doravirine

Rilpivirine

Nevirapine

No dose adjustment needed.

Efavirenz

Etravirine

Adjust statin dose according to lipid responses, but do not exceed the maximum recommended dose.

(Continued )
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Table 23.  Physiological and Secondary Causes of Hypertriglyceridemia

Categories Conditions and Medications Contributing to Hypertriglyceridemia

Diseases Poorly controlled diabetes

Chronic kidney disease, nephrotic syndrome

Lipodystrophy

Uncontrolled hypothyroidism

Cushing syndrome

Glycogen storage disease, acute hepatitis

Rheumatoid arthritis

Psoriasis

Systemic lupus erythematosus

Multiple myeloma

Sepsis (repeat measurement is recommended if lipids were measured during an episode of sepsis)

Diet/Lifestyle History of alcohol abuse or alcohol excess

Diets high in saturated fat, sugar, or high-glycemic-index foods

Sedentary lifestyle

Total parenteral nutrition with lipid emulsions

Drugs* (Medications) Anesthesia:

Propofol

Cardiology:

Beta-adrenergic–blocking agents

Thiazide and loop diuretic agents

Bile acid sequestrants (cholestyramine, colestipol, colesevelam)

Endocrine:

Glucocorticosteroids

Anabolic steroids

Oral estrogens

Raloxifene

Clomiphene citrate

Estradiol

Ethinyl estradiol

Conjugated estrogens

Tamoxifen

Dermatology:

Isotretinoin

Infectious Disease:

HIV protease inhibitors

Oncology:

Tamoxifen

L-asparaginase

Bexarotene

Cyclophosphamide

Psychiatry:

Atypical antipsychotic agents (eg, olanzapine, mirtazapine, clozapine)

Immunosuppressive agents:

Tacrolimus

Sirolimus

Cyclosporine

Interferons

Disorders of metabolism Overweight and obesity

Metabolic syndrome/insulin resistance

Weight gain after weight loss

Physiological Pregnancy (especially during the third trimester, when pregnancy-associated TG elevation is peaking)

*Caveats: TG-raising medications require careful monitoring; minimizing other conditions that raise TG; and, when clinically appropriate, using alternatives.
TG indicates triglycerides. Adapted from Virani et al.13
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of acute pancreatitis. As a result of pathogenic vari-
ants in the gene encoding lipoprotein lipase (LPL), 
affected individuals have persistently reduced LPL 
activity, resulting in severely elevated TG levels.28 
Current management includes adoption of a very-
low-fat diet to turn off chylomicron production. This 
dietary pattern includes reducing total fat intake 
from <10% to 15% of daily calories (ie, <20 g of 
fat per day), but long-term adherence to this strict 
dietary regimen can be difficult.29 Standard LLT, 
including omega-3 fatty acids, fibrates, or statins, 
are minimally effective in FCS patients because 
their effect is at least partially via LPL-mediated TG 
clearance.30 A phase 3 clinical trial enrolling patients 
with genetically confirmed FCS demonstrated a sig-
nificant reduction in TG levels at 6 months with ole-
zarsen 80 mg (an apoC3 antisense oligonucleotide) 
compared with placebo (�43.5% [95% CI, �69.1 

to �17.9]; P<0.001).7 There were also fewer epi-
sodes of pancreatitis in the olezarsen 80 mg group 
compared with placebo (rate ratio [pooled olezarsen 
groups versus placebo], 0.12; 95% CI, 0.02-0.66).7 
Olezarsen is currently FDA-approved as an adjunct 
to diet to reduce TG in adults with FCS.

	 4.	 Several RCTs have explored the efficacy of prescrip-
tion omega-3 fatty acids on the risk of cardiovascular 
events, with negative results.31�33 However, only trials 
of purified EPA have shown cardiovascular benefit. In 
the open-label JELIS (Japan EPA Lipid Intervention 
Study), TG decreased significantly but modestly from 
baseline in the EPA group compared with controls. 
The risk of major coronary events was significantly 
reduced by 19% in the EPA group compared with 
the statin-only group despite only a modest reduc-
tion in TG.10 Cardiovascular benefit was also dem-
onstrated in the REDUCE-IT trial, which randomized 

Figure 14. Managing Adults With Hypertriglyceridemia.
*Conversion of TG from mg/dL to mmol/L: 150 mg/dL=1.7 mmol/L, 175 mg/dL=2 mmol/L, 500 mg/dL to 5.7 mmol/L, 1000 mg/dL=11.3 
mmol/L. ASCVD indicates atherosclerotic cardiovascular disease; and TG, triglycerides. Adapted with permission from Virani et al.13 © 2021 
American College of Cardiology Foundation.
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of DDI listed in statin-prescribing information are sup-
ported by dedicated clinical DDI studies, while 34% are 
extrapolated from clinical data of other statins.6 Given the 
high potential for DDI between statins and other cardio-
vascular medications, it is essential to screen patients 

for potential interactions to minimize adverse events and 
optimize therapy.

Recommendation-Specific Supportive Text
	 1.	 Statins are the first-line LLT for many patients 

with elevated cardiovascular risk or established 
ASCVD. Given the widespread use of statins and 
the prevalence of cardiovascular comorbidities, 
the risk of DDI with cardiovascular medications is 
common. The AHA emphasized the importance of 
evaluating statin DDI in its scientific statement on 
interactions between statins and common cardio-
vascular medications.3 Statins metabolized through 
CYP3A4 (atorvastatin, lovastatin, simvastatin) pose 
the highest risk of DDI with both cardiovascular 
and noncardiovascular medications, as CYP3A4 
is the most prevalent enzyme in drug metabolism. 
The National Lipid Association also provided clini-
cal guidance on identifying and managing statin-
related DDI.1 Most DDI listed in statin-prescribing 
information have been evaluated in dedicated clini-
cal DDI studies, while a smaller proportion has been 
extrapolated from data on other statins.6 Specific 
clinically relevant statin-cardiovascular DDI with 
dosing recommendations are detailed in Table 27, 
supported by both clinical studies and prescribing 
information.7�13 Given the common occurrence of 
clinically significant statin-cardiovascular medica-
tion DDI, it is essential to assess potential interac-
tions prior to statin initiation to allow for avoidance 
and/or dose modifications, thereby minimizing risk 
of adverse events.

6. EVIDENCE GAPS AND FUTURE 
DIRECTIONS
6.1. Limitations and Knowledge Gaps
The management of dyslipidemia has been extensively 
studied in many clinical trials over the last 70 years, com-
prising tens of thousands of patients across a wide spec-
trum of risk, from primary prevention to high-risk second-
ary prevention of ASCVD events. Although contemporary 
management of dyslipidemia is guided by this robust 
database of clinical trials and has led to better outcomes 
among those at risk for ASCVD, there are unanswered 
questions and gaps in evidence that require further study. 
This section will address some of these important ques-
tions to be answered by future randomized clinical trials 
and will focus on the refinement of risk assessment be-
yond the PREVENT equations, including incorporation of 
genetic data. Most importantly, this section will address 
a critical step in the translation of knowledge about dis-
ease processes, treatment, and risk assessment into 
clinical care and refinement of the clinician�patient risk 

Table 27.  Clinical Recommendations on Management of 
DDI With Statins and Cardiovascular Medications

Interacting Drug Statin
Clinical Recommendation for  
Management

Amiodarone Lovastatin Limit dose of lovastatin to 40 mg daily

Simvastatin Limit dose of simvastatin to 20 mg daily

Amlodipine Lovastatin Limit dose of lovastatin to 20 mg daily

Simvastatin Limit dose of simvastatin to 20 mg daily

Bempedoic acid Pravastatin Limit dose of pravastatin to 40 mg daily

Simvastatin Limit dose of simvastatin to 20 mg daily

Colchicine Atorvastatin Closer monitoring for muscle-related 
toxicity is recommended when used in 
combinationFluvastatin

Lovastatin

Pitavastatin

Pravastatin

Rosuvastatin

Simvastatin

Conivaptan Lovastatin Avoid combination

Simvastatin Avoid combination

Diltiazem Lovastatin Limit dose of lovastatin to 20 mg daily

Simvastatin Limit dose of simvastatin to 10 mg daily

Dronedarone Lovastatin Limit dose of lovastatin to 10 mg daily

Simvastatin Limit dose of simvastatin to 10 mg daily

Gemfibrozil Atorvastatin Avoid combination

Lovastatin Avoid combination

Pitavastatin Avoid combination

Pravastatin Avoid combination

Rosuvastatin Avoid combination

Simvastatin Avoid combination

Lomitapide Lovastatin Reduce dose of lovastatin by 50%

Simvastatin Reduce dose of simvastatin by 50% and 
limit dose to 20 mg daily

Ranolazine Lovastatin Combination is acceptable to use if clini-
cally indicated and an alternative non-
CYP3A4 statin cannot be used. How-
ever, doses of lovastatin or simvastatin 
should not exceed 20 mg daily

Simvastatin

Ticagrelor Atorvastatin Combination is acceptable without dose 
limitations

Lovastatin Limit dose of lovastatin to 40 mg daily

Simvastatin Limit dose of simvastatin to 40 mg daily

Verapamil Lovastatin Limit dose of lovastatin to 20 mg daily

Simvastatin Limit dose of simvastatin to 10 mg daily

Modified with permission from Kellick et al.1 ' 2014 Elsevier. Modified with 
permission from Wiggins et al.3 ' 2016 American Heart Association, Inc. See 
additional references for prescribing information for each statin.7�13

DDI indicates drug�drug interaction.
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discussion, which is the cornerstone of a long-term part-
nership between clinician and patient and is critical to 
improving future outcomes.

Additional research is needed on reproductive-age 
risk markers and risk enhancers to further elucidate 
mechanisms of ASCVD risk in relation to conventional 
risk factors and to develop potential interventions through 
public health approaches concerning social determinants 
of health and psychosocial stressors.1�4 Advances in 
interventions and implementation science are needed to 
address the higher prevalence of some risk factors and 
markers of risk among racial/ethnic groups and asso-
ciated disparities in ASCVD events. Finally, research is 
needed on lipid changes with gender-affirming hormone 
therapy and potential CVD risk among transgender indi-
viduals.2,5

6.2. Randomized Controlled Trials
ACC/AHA guidelines are based largely on the outcomes 
of randomized CVOTs. Cholesterol guidelines have for-
tunately benefited from a large number of RCTs of ev-
idence-based LLTs. They have established that greater 
reductions in LDL-C are accompanied by greater reduc-
tions in the risk of ASCVD.1 LDL lowering treats the un-
derlying process of atherosclerosis, and robust CVOTs 
exist for both primary and secondary prevention. Most 
of the data from CVOTs have been obtained with statin 
therapy, although an increasing number of CVOTs have 
demonstrated the efficacy and safety of nonstatin thera-
pies. Several important questions need to be addressed 
by additional RCTs.
	 1.	 What innovative and scalable approaches can bet-

ter engage patients, community members, health 
systems, and clinicians in implementing the guide-
lines, improving adherence to therapy, and address-
ing therapeutic inertia?

	 2.	 Can LDL-C�lowering therapy be safely initiated 
and managed by pharmacists as part of the care 
team?

	 3.	 Does early institution of LLT reduce long-term 
risk in low- or borderline-risk individuals, such as 
younger individuals with subclinical atherosclerosis 
or with elevated atherogenic lipoproteins?

	 4.	 How valid are serial imaging measures of plaque 
and plaque regression as surrogate measures of 
reduction of ASCVD risk, such as CCTA-based 
plaque measures and intravascular ultrasound, 
compared with trials focused on ASCVD outcomes?

	 5.	 Should CCTA be used for screening in the primary 
prevention setting in higher-risk younger individu-
als with a CAC score=0?

	 6.	 Does pharmacological lowering of Lp(a) lead to 
lower ASCVD risk in populations with or without 
established ASCVD? What are the optimal thresh-
olds for treatment across different populations?

	 7.	 How can clinical trials better incorporate apoB 
instead of or alongside LDL-C to guide future 
treatment recommendations?

	 8.	 How should the PRS be incorporated into risk 
assessment and selection for treatment?

	 9.	 Can we develop validated and effective scalable 
shared decision-making models to allow for per-
sonalized patient�clinician discussion of the risks 
and benefits of treatment?

6.3. Improving Cardiovascular Risk Assessment
Quantitative risk estimation involves the prediction of fu-
ture probability of CVD, with limitations of applying pop-
ulation-level disease probabilities to individual patients 
(Section 4.2.4.1, �Role of Risk Assessment in HeFH�).1 
Nonetheless, given the accuracy and precision of current 
risk prediction algorithms (eg, PREVENT equations),2 
greater implementation of proven and effective preven-
tive strategies would provide far greater societal and in-
dividual benefit than further refinements in risk scores. 
The search for additional impactful CVD risk biomarkers 
continues, although very few to date have provided incre-
mental predictive value. Methods exist for recalibration of 
risk-prediction models to a specific population sample,3,4 
but this approach should not be undertaken routinely by 
individual institutions given potential for systematic mis-
classification of patients and unclear implications for use 
of guideline-recommended decision thresholds at the lo-
cal level.5 If local event rates appear to differ widely from 
the derivation population of PREVENT, better strategies 
would include more frequent use of effective reclassi-
fying tools (eg, CAC score6) in the population of inter-
est. Use of a dynamic risk prediction model, the Million 
Hearts Model,7 that accounts for baseline risk and sub-
sequent response to treatment, has been shown to re-
duce ASCVD events.8 Further research on implementing 
such models is warranted,9 as is investigation of optimal 
means for communicating risk and potential benefit to 
patients in preventive decision-making.10,11

6.4. Refining the Clinician–Patient Risk 
Discussion
Ongoing studies of how clinicians can best interact with 
patients to arrive at informed decisions are vital. This is 
particularly important because LDL-C�lowering therapy 
is meant to be a long-term or lifetime therapy. Refine-
ment of individualized communication with patients 
about treatment options may have major implications for 
long-term treatment adherence and patient outcomes by 
fostering trust, buy-in, and engagement.

Decision-making in dyslipidemia management has 
become more intricate with the expanded number of non-
statin therapies available, alongside a wider range of non-
lipid preventive cardiovascular treatments. As clinicians 
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and patients navigate these choices together, there is an 
opportunity to develop and study tools, such as decision 
aids (Section 4.2.4.1, �Role of Risk Assessment in HeFH�), 
to help communicate trade-offs between treatment options. 
Future investigations may help to refine our approaches 
to individualizing communication to meet diverse patient 
needs, literacy levels, and cultural backgrounds.

Furthermore, as the health care delivery landscape 
evolves to incorporate more digital health tools, future 
studies may refine our understanding of how to balance 
traditional and digital care delivery, especially consider-
ing individualized benefit-risk discussions are often a 
series of discussions rather than one-time events. Future 
research can investigate how digital technologies may 
augment clinician�patient discussions and improve 
workflow for busy clinicians.

Due to the broad scope of economic value consid-
erations for newer nonstatin LLT, including regional/
national/international variations in drug pricing, differ-
ences in drug cost-effectiveness based on treatment 
populations, and rapidly evolving pricing structures, eco-
nomic value statements are not included in this guideline. 
Ongoing and future analyses are critical to inform clini-
cal decision-making as our therapeutic armamentarium 
expands and our health care systems and patients dis-
cern those treatments likely to have the greatest eco-
nomic value in reducing the burden of ASCVD.

PRESIDENTS AND STAFF
American College of Cardiology
Christopher M. Kramer, MD, FACC, President
Cathleen C. Gates, Chief Executive Officer
Richard J. Kovacs, MD, MACC, Chief Medical Adviser
Justine Varieur Turco, Divisional Vice President, Scientific 

Publications & Guidelines
Mindy J. Saraco, MHA, Director, Clinical Policy and 

Guidelines
Grace D. Ronan, Senior Production and Operations  

Manager, Clinical Policy Publications
Leah Patterson, Project Manager, Clinical Content
Lauren N. Prestera, FNP-BC, Project Manager, Clinical 

Content

American College of Cardiology/American 
Heart Association
Thomas S.D. Getchius, National Senior Director,  

Guidelines
Abdul R. Abdullah, MD, Director, Guideline Science and 

Methodology
Amy W. Talbot, MPH, Senior Science and Health Advisor, 

Joint Staff Guidelines
Shae Martinez, MLS, Reference Consultant, Medical  

Librarian

American Heart Association
Stacey E. Rosen, MD, FAHA, President
Nancy Brown, Chief Executive Officer
Mariell Jessup, MD, FAHA, Chief Science and Medical 

Officer
Nicole Aiello Sapio, EdD, Executive Vice President,  

Office of Science Strategies and Operations
Radhika Rajgopal Singh, PhD, Senior Vice President,  

Office of Science and Medicine
Prashant Nedungadi, BPharm, PhD, National Vice  

President, Science and Medicine, Clinical Guidelines
Maggie Eaton, PhD, RN, Science and Medicine Advisor
Joseph W. Loftin III, National Director, Statements and 

Guidelines
Courtney Goodwin, MPH, Program Manager, Guidelines

PEER REVIEW COMMITTEE MEMBERS
Anand Rohatgi, MD, FAHA, Co-Chair; Samuel M. 
Kim, MD, FACC, Co-Chair; Karen P. Alexander, MD, 
FACC; Cheryl Anderson, PhD, MPH, FAHA; Catherine  
P. Benziger, MD, MPH, FACC, FAHA; Dave L. Dixon, 
PharmD, FACC, FAHA, FCCP, FNLA, BCACP, CLS;  
Daniel Duprez, MD, PhD, FAHA, FACC, FNLA, FASPC*; 
Keith C. Ferdinand, MD, FACC, FAHA, FNLA*; Anne Carol  
Goldberg, MD, FACP, FAHA, MNLA; Parag Joshi, MD, 
FACC, FAHA; Joshua W. Knowles, MD, PhD, FACC, 
FAHA, FNLA; Carl (Chip) J. Lavie Jr, MD, FACC*; Jane 
A. Linderbaum, MS, APRN, CNP, FACC, FPCNA*; John 
William McEvoy, MB BCh BAO, MHS, MEd, PhD; Anurag 
Mehta, MD, FACC*; C. Noel Bairey Merz, MD, MACC; Vijay 
Nambi, MD, MBBS, FACC, FAHA; Ariela R. Orkaby, MD, 
MPH*; Jessica M. Peæa, MD, MPH, FACC, FNLA, FAHA*;  
Robert Rosenson, MD, FACC, FAHA, FNLA*; Janelle 
Ruisinger, PharmD, FAPhA*; Sigrid E. Sandner, MD;  
Stacey L. Schott, MD, MPH*; Laurence (Larry) Sperling, 
MD, FACC, FAHA, MASPC; Neil J. Stone, MD, MACP, 
FAHA, FACC; Peter Toth, MD, PhD, FCCP, FAHA, FACC, 
FNLA; Adam L. Ware, MD, FAHA; Seamus Paul Whelton, 
MD, MPH; James Young, II, MPH*

ACC/AHA JOINT COMMITTEE ON 
CLINICAL PRACTICE GUIDELINES
Catherine M. Otto, MD, FACC, FAHA, Chair; Sunil V. Rao, 
MD, FACC, FSCAI, Chair-Elect; Joshua A. Beckman, MD, 
MS, FAHA, FACC, Immediate Past-Chair*; Anastasia  
Armbruster, PharmD, FACC*; Vanessa Blumer, MD;  
Leslie L. Davis, PhD, ANP-BC, FACC, FAHA; Sharlene M. 
Day, MD, FAHA; Dave L. Dixon, PharmD, FACC, FAHA, 
FCCP, FNLA, BCACP, CLS; Victor A. Ferrari, MD, FACC, 
MSCMR; Stephen E. Fremes, MD, MSc, FACC; Mario 

*Former Joint Committee on Clinical Practice Guidelines member; current 
member during the writing effort.

D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



C
LI

N
IC

A
L 

S
TA

TE
M

E
N

TS
 

A
N

D
 G

U
ID

E
LI

N
E

S

TBD TBD, 2026� Circulation. 2026;153:e00�e00. DOI: 10.1161/CIR.0000000000001423e92

Blumenthal et al 2026 Dyslipidemia Guideline

F.L. Gaudino, MD, PhD, MSCE, FEBCTS, FACC, FAHA; 
Adrian F. Hernandez, MD, MHS, FAHA; Hani Jneid, MD, 
FACC, FAHA, FSCAI; Heather M. Johnson, MD, MS, 
FAHA, FACC, FASPC*; William Schuyler Jones, MD, 
FACC; Sadiya S. Khan, MD, MSc, FACC, FAHA; Michelle 
Maya Kittleson, MD, PhD, FACC, FAHA*; Venu Menon, 
MD, FACC, FAHA; Debabrata Mukherjee, MD, MS, FACC, 
FAHA, MSCAI*; Daniel Munoz, MD, MPA; Kristen K.  
Patton, MD, FACC; Garima Sharma, MBBS, FACC, 
FAHA; Daichi Shimbo, MD; Boback Ziaeian, MD, PhD, 
FACC, FAHA*

ARTICLE INFORMATION
This document was approved by the American College of Cardiology Clinical Pol-
icy Approval Committee and the American Heart Association Science Advisory 
and Coordinating Committee in October 2025, the American College of Cardiol-
ogy Science and Quality Committee in November 2025, and the American Heart 
Association Executive Committee in December 2025.

Supplemental Materials are available with this article at https://www.ahajournals.
org/doi/suppl/10.1161/CIR.0000000000001423

This article has been copublished in the Journal of the American College of 
Cardiology.

Copies: This document is available on the websites of the American Heart 
Association (professional.heart.org) and the American College of Cardiology (www.
acc.org). A copy of the document is also available at https://professional.heart.org/
statements by selecting the �Guidelines & Statements� button. To purchase addi-
tional reprints, call 215-356-2721 or email Meredith.Edelman@wolterskluwer.com.

The expert peer review of AHA-commissioned documents (eg, scientific 
statements, clinical practice guidelines, systematic reviews) is conducted by the 
AHA Office of Science Operations. For more on AHA statements and guidelines 
development, visit https://professional.heart.org/statements. Select the �Guide-
lines & Statements� drop-down menu near the top of the webpage, then click 
�Publication Development.�

Permissions: Multiple copies, modification, alteration, enhancement, and dis-
tribution of this document are not permitted without the express permission of the 
American Heart Association. Instructions for obtaining permission are located at 
https://www.heart.org/permissions. A link to the �Copyright Permissions Request 
Form� appears in the second paragraph (https://www.heart.org/en/about-us/
statements-and-policies/copyright-request-form).

REFERENCES
Preamble
	 1.	 Kazi DS, Abdullah AR, Arnold SV, et al. 2025 AHA/ACC statement on cost/

value methodology in clinical practice guidelines (update from 2014 state-
ment): a report of the American College of Cardiology/American Heart 
Association Joint Committee on Clinical Practice Guidelines. Circulation. 
2025;151:e332�e358.

	 2.	 Otto CM, Abdullah AR, Davis LL, et al. 2025 ACC/AHA guideline core prin-
ciples and development process: a report of the American College of Car-
diology/American Heart Association Joint Committee on Clinical Practice 
Guidelines. Circulation. 2025;152:e359�e370. 

	 3.	 Jneid H, Abdullah AR, Ferrari V, et al. Guidance for incorporating FDA pro-
cesses into the ACC/AHA clinical practice guideline methodology: a report 
of the American College of Cardiology/American Heart Association Joint 
Committee on Clinical Practice Guidelines. Circulation. 2025;152:e323�
e331.

Introduction
	 1.	 Sabatine MS, Giugliano RP, Keech AC, et al. Evolocumab and clini-

cal outcomes in patients with cardiovascular disease. N Engl J Med. 
2017;376:1713�1722.

	 2.	 Schwartz GG, Steg PG, Szarek M, et al. Alirocumab and cardiovascular 
outcomes after acute coronary syndrome. N Engl J Med. 2018;379:2097�
2107.

	 3.	 Nissen SE, Lincoff AM, Brennan D, et al. Bempedoic acid and cardiovascu-
lar outcomes in statin-intolerant patients. N Engl J Med. 2023;388:1353�
1364.

	 4.	 Bhatt DL, Steg PG, Miller M, et al. Cardiovascular risk reduction with icosa-
pent ethyl for hypertriglyceridemia. N Engl J Med. 2019;380:11�22.

	 5.	 Wiggins BS, Saseen JJ, Page RL 2nd, et al. Recommendations for manage-
ment of clinically significant drug-drug interactions with statins and select 
agents used in patients with cardiovascular disease: a scientific statement 
from the American Heart Association. Circulation. 2016;134:e468�e495.

	 6.	 Arnett DK, Blumenthal RS, Albert MA, et al. 2019 ACC/AHA guide-
line on the primary prevention of cardiovascular disease: a report of the 
American College of Cardiology/American Heart Association Task Force 
on Clinical Practice Guidelines. Circulation. 2019;140:e596�e646. DOI: 
10.1161/CIR.0000000000000678.

	 7.	 Virani SS, Morris PB, Agarwala A, et al. 2021 ACC expert consensus deci-
sion pathway on the management of ASCVD risk reduction in patients with 
persistent hypertriglyceridemia: a report of the American College of Cardi-
ology Solution Set Oversight Committee. J Am Coll Cardiol. 2021;78:960�
993.

	 8.	 Lloyd-Jones DM, Morris PB, Ballantyne CM, et al. 2022 ACC expert con-
sensus decision pathway on the role of nonstatin therapies for LDL-choles-
terol lowering in the management of atherosclerotic cardiovascular disease 
risk: a report of the American College of Cardiology Solution Set Oversight 
Committee. J Am Coll Cardiol. 2022;80:1366�1418.

	 9.	 ACC/AHA Joint Committee on Clinical Practice Guidelines. 2025 Meth-
odology manual and policies of the ACC/AHA Joint Committee on Clinical 
Practice Guidelines. Accessed October 31, 2025. https://professional.heart.
org/en/-/media/PHD-Files/Guidelines-and-Statements/2025-Guide-
line-Methodology-Manual.pdf?sc_lang=en.

2.1. Definitions
	 1.	 Kirk EP, Klein S. Pathogenesis and pathophysiology of the cardiometabolic 

syndrome. J Clin Hypertens (Greenwich). 2009;11:761�765.
	 2.	 Grundy SM, Stone NJ, Bailey AL, et al. 2018 AHA/ACC/AACVPR/

AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA guideline 
on the management of blood cholesterol: a report of the American Col-
lege of Cardiology/American Heart Association Task Force on Clini-
cal Practice Guidelines. Circulation. 2019;139:e1082�e1143. DOI: 
10.1161/CIR.0000000000000625.

	 3.	 Lloyd-Jones DM, Allen NB, Anderson CAM, et al. Life�s Essential 8: updat-
ing and enhancing the American Heart Association�s construct of cardio-
vascular health: a presidential advisory from the American Heart Associa-
tion. Circulation. 2022;146:e18�e43.

	 4.	 Kawai K, Finn AV, Virmani R. Subclinical atherosclerosis: part 1: what is it? 
Can it be defined at the histological level? Arterioscler Thromb Vasc Biol. 
2024;44:12�23.

3.1. Screening in Children and Adults
	 1.	 Brunner FJ, Waldeyer C, Ojeda F, et al. Application of non-HDL cholester-

ol for population-based cardiovascular risk stratification: results from the 
Multinational Cardiovascular Risk Consortium. Lancet. 2019;394:2173�
2183.

	 2.	 Martin SS, Aday AW, Almarzooq ZI, et al. 2024 heart disease and stroke 
statistics: a report of US and global data from the American Heart Associa-
tion. Circulation. 2024;149:e347�e913.

	 3.	 Ritchie SK, Murphy EC, Ice C, et al. Universal versus targeted blood 
cholesterol screening among youth: the CARDIAC project. Pediatrics. 
2010;126:260�265.

	 4.	 Klancar G, Groselj U, Kovac J, et al. Universal screening for familial hyper-
cholesterolemia in children. J Am Coll Cardiol. 2015;66:1250�1257.

	 5.	 Nuotio J, Laitinen TT, Magnussen CG, et al. Predictors in youth of adult 
cardiovascular events. Pediatrics. 2024;154:e2024066736.

	 6.	 McGill HC Jr, McMahan CA, Zieske AW, et al, The Pathobiological 
Determinants of Atherosclerosis in Youth (PDAY) research group. As-
sociations of coronary heart disease risk factors with the intermedi-
ate lesion of atherosclerosis in youth. Arterioscler Thromb Vasc Biol. 
2000;20:1998�2004.

	 7.	 Singh A, Gupta A, Collins BL, et al. Familial hypercholesterolemia among 
young adults with myocardial infarction. J Am Coll Cardiol. 2019;73:2439�
2450.

	 8.	 Wald DS, Bestwick JP, Morris JK, et al. Child-parent familial hypercholester-
olemia screening in primary care. N Engl J Med. 2016;375:1628�1637.

	 9.	 Wald DS, Bestwick JP. Reaching detection targets in familial hypercho-
lesterolaemia: comparison of identification strategies. Atherosclerosis. 
2020;293:57�61.

	10.	 Luirink IK, Wiegman A, Kusters DM, et al. 20-year follow-up of statins in 
children with familial hypercholesterolemia. N Engl J Med. 2019;381:1547�
1556.

D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



C
LI

N
IC

A
L 

S
TA

TE
M

E
N

TS
 

A
N

D
 G

U
ID

E
LI

N
E

S

TBD TBD, 2026� Circulation. 2026;153:e00�e00. DOI: 10.1161/CIR.0000000000001423e116

Blumenthal et al 2026 Dyslipidemia Guideline

Appendix 1.  Writing Committee Relationships With Industry and Other Entities— 2026 ACC/AHA/AACVPR/ABC/ACPM/ADA/
AGS/APhA/ASPC/NLA/PCNA Guideline on the Management of Dyslipidemia

Committee 
Member Employment Consultant

Speakers  
Bureau

Ownership/
Partnership/
Principal

Personal  
Research

Institutional,  
Organizational, or 
Other Financial 
Benefit

Expert  
Witness

Roger S.  
Blumenthal 
(Chair)

Johns Hopkins 
Medicine—Profes-
sor of Medicine

None None None None None None

Pamela B.  
Morris  
(Vice-Chair)

Medical University 
of South Carolina— 
Professor of 
Medicine

None None None None NOT RELEVANT
	•	 Cardiometabolic 

Health Congress

None

Timothy S.  
Anderson

University of Pitts-
burgh—Assistant 
Professor of Medi-
cine; VA Pitts-
burgh Healthcare 
System—Physician 
Health Services 
Researcher

NOT RELEVANT
	•	 AMSA Foundation*

None None NOT RELEVANT
	•	 AHA*
	•	 NIA*

NOT RELEVANT
	•	 JAMA Internal 

Medicine

None

Vera A. Bittner University of Ala-
bama—Professor 
of Medicine

None None None NOT RELEVANT
	•	 Eli Lilly (DSMB)†
	•	 NIA*
	•	 Verve Therapeu-

tics (DSMB)*
RELEVANT
	•	 Amgen*
	•	 Novartis*

NOT RELEVANT
	•	 ACC Foundation*
	•	 ASPC
	•	 NIH*
	•	 NLA
RELEVANT
	•	 Sanofi

None

Ron  
Blankenstein

Brigham and 
Women’s Hospi-
tal—Senior Physi-
cian and Director, 
Cardiac Comput-
ed Tomography

NOT RELEVANT
	•	 HeartFlow*
	•	 Siemens Healthcare
RELEVANT
	•	 Amgen
	•	 Caristo Diagnostics
	•	 Nanox AI
	•	 Novartis

None None RELEVANT
	•	 Amgen*
	•	 Novartis*

None None

LaPrincess C. 
Brewer

Mayo Clinic—As-
sociate Professor 
of Medicine

NOT RELEVANT
	•	 Bristol Myers Squibb 

Foundation

None None NOT RELEVANT
	•	 AHA*
	•	 Miami Heart 

Research Institute*
	•	 NIDDK*
	•	 NIMHD*
	•	 PCORI*

None None

Leslie Cho Cleveland Clinic—
Section Head, 
Prevention and 
Cardiac Rehab

NOT RELEVANT
	•	 Idorsia
RELEVANT
	•	 AstraZeneca
	•	 Esperion

RELEVANT
	•	 Daiichi 

Sankyo*

NOT RELEVANT
	•	 Belvoir Media 

Group*

RELEVANT
	•	 Eli Lilly (PI)*
	•	 Esperion (Steer-

ing Committee)†
	•	 Novartis (Execu-

tive Committee, 
Co–PI)*

None None

Sarah D. de  
Ferranti

Boston Children’s 
Hospital—Senior 
Associate Cardi-
ologist

None None NOT RELEVANT
	•	 UpToDate*

NOT RELEVANT
	•	 Family Heart 

Foundation*
	•	 NHLBI*

NOT RELEVANT
	•	 Family Heart 

Foundation/
Regeneron†

None

Mario Gaudino 
(JC Liaison)

Weill Cornell 
Medicine—Stephen 
and Suzanne 
Weiss Professor 
of Cardiothoracic 
Surgery

None None None NOT RELEVANT
	•	 NIH Clinical  

Center*
	•	 PCORI*

None None

Eugenia Gianos Northwell 
Health—Director, 
Cardiovascular 
Prevention

NOT RELEVANT
	•	 Cardiometabolic 

Center Alliance†

None None NOT RELEVANT
	•	 Optain Health
RELEVANT
	•	 Amgen
	•	 Lilly
	•	 Novartis

None None

(Continued )

D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



C
LIN

IC
A

L S
TATE

M
E

N
TS

 
A

N
D

 G
U

ID
E

LIN
E

S

Circulation. 2026;153:e00�e00. DOI: 10.1161/CIR.0000000000001423� TBD TBD, 2026 e121

Blumenthal et al 2026 Dyslipidemia Guideline

Appendix 2.  Peer Review Committee Relationships With Industry and Other Entities—2026 ACC/AHA/AACVPR/ABC/ACPM/
ADA/AGS/APhA/ASPC/NLA/PCNA Guideline on the Management of Dyslipidemia

Reviewer Representation Consultant
Speakers  
Bureau

Ownership/
Partnership/
Principal

Personal  
Research

Institutional,  
Organizational, or  
Other Financial Benefit Expert Witness

Anand Rohatgi,
Co-chair

AHA Official Re-
viewer

	•	 Pozman University 
of Medical Sci-
ences*

	•	 Raydel
	•	 Sansar

None None 	•	 Circulation*
	•	 CSL Behring*
	•	 Eli Lilly and Company†
	•	 NIH*

None

Samuel M. Kim, 
Co-chair

ACC Official Re-
viewer

None None None None 	•	 Amgen‡
	•	 Novartis†‡
	•	 Novo Nordisk‡
	•	 Silence Pharmaceuti-

cals‡

None

Karen P.  
Alexander

ACC Content 
Reviewer

None None None None 	•	 National Institute on 
Aging *

None

Cheryl Anderson AHA/ACC Con-
tent Reviewer

	•	 AstraZeneca
	•	 Dal-cor (Spouse)
	•	 Intellia (Spouse)
	•	 Merck

None None NHLBI (DSMB) 	•	 ADA*
	•	 AHA*
	•	 AHA (Spouse)*
	•	 McCormick Founda-

tion*
	•	 NHLBI*
	•	 WW International*

None

Catherine P. 
Benziger

ACC Content 
Reviewer

	 •	
Novartis*

None None None 	•	 Agency for Healthcare 
Research and Quality*

	•	 Amgen†
	•	 NIH†
	•	 Novartis*

None

Dave L. Dixon AHA Content 
Reviewer

None None None Pharmacy Times 
CE*

	•	 American Pharmacists 
Association*

	•	 Boehringer Ingelheim*

None

Daniel Duprez JCPM Content 
Reviewer

None None None None 	•	 Amgen*
	•	 Arrowhead Pharma-

ceuticals*
	•	 NHLBI*
	•	 Novartis*

None

Keith C.  
Ferdinand

ABC Content 
Reviewer

None None None None 	•	 Amgen
	•	 Boehringer Ingelheim
	•	 Janssen Biotech, Inc.
	•	 Janssen Global Ser-

vices, LLC
	•	 Medtronic USA, Inc.
	•	 Novartis

None

Anne Carol  
Goldberg

ACC Content 
Reviewer

	•	 Piper Sandler None None None 	•	 Amgen
	•	 Arrowhead Pharma-

ceuticals
	•	 Eli Lilly and Company†
	•	 Esperion Therapeutics, 

Inc.†
	•	 Ionis Pharmaceuticals†
	•	 Marea Therapeutics
	•	 NLA*
	•	 New Amsterdam 

Pharma
	•	 Novartis†
	•	 Pediatric Endocrine 

Society

None

Parag Joshi AHA/ACC Con-
tent Reviewer

	•	 Kaneka Pharma 
America LLC

	•	 New Amsterdam
	•	 Novartis Pharma-

ceuticals Corpora-
tion

None None 	•	 Kaneka 
Pharma Amer-
ica LLC

	•	 AHA
	•	 Eli Lily and Company*
	•	 Kaneka Pharma Amer-

ica LLC*
	•	 Novartis

CMV Law*- De-
fendant, Coronary 
Artery Disease 
Testing, 2024

(Continued )

D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026



D
ow

nloaded from
 http://ahajournals.org by on A

pril 2, 2026


	2026 ACC/AHA/AACVPR/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA Guideline on the Management of Dyslipidemia: A Report of the American College of Cardiology/American Heart Association Joint Committee on Clinical Practice Guidelines
	Table of Contents
	What Is New
	Top Take-Home Messages


