Editorials

Comparing Dyslipidemia Recommendations:
Evidence Supporting USPSTF vs ACC/AHA Guidelines

Alex H. Krist, MD, MPH, and Mark H. Ebell, MD, MS

The American College of Cardiology/American Heart Asso-
ciation (ACC/AHA) has released a major update to its
2018 dyslipidemia guideline stating that healthy lifestyle coun-
seling, statins for patients with a 10-year risk greater than 10%
for major adverse cardiovascular events, and intensive lipid-
lowering therapy for secondary prevention should continue to
be part of routine care."?

The 2026 guideline also introduces several significant
changes. It recommends performing universal lipid screening
between 9 and 11 years of age and using the PREVENT (Pre-
dicting Risk of Cardiovascular Disease Events) equation instead
of the Pooled Cohort Equations to assess risk.! It proposes new
risk categories (low risk [less than 3%], borderline risk [3% to
less than 5%], intermediate risk [5% to less than 10%], and
high risk [10% or higher]); lower thresholds to initiate statin
therapy; a return to reduced low-density lipoprotein choles-
terol (LDL-C) treatment goals; measurement of lipoprotein (a)
for everyone once; and use of coronary artery calcium, apoli-
poprotein B, and high-sensitivity C-reactive protein to guide
treatment decisions' (Table 113-8).

Implementing these recommendations in primary care would
substantially increase screening, diagnostic testing, and use of
lipid-lowering therapy among lower-risk populations. A recent
analysis estimated that following these new guidelines would
result in statins being prescribed for an additional 21.5 million
individuals in the United States.’

By expanding more intensive lipid-lowering therapies to
include lower-risk populations, the absolute benefits become
progressively smaller, and the treatment burden remains
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lifelong. Harms are also compounded over a longer lifetime
treatment period. However, the ACC/AHA guideline does not
consider harms (except for the increased risk of diabetes) or
patient acceptance. In a 2026 survey, less than one-quarter of
adults said they would take a statin if it reduced their 10-year
risk of developing clinical atherosclerotic cardiovascular dis-
ease (ASCVD) from 10% to 7.5%, which is the actual effect
of statins.'?

The ACC/AHA guideline process uses a different approach
from the US Preventive Services Task Force (USPSTF) and US
Department of Veterans Affairs/US Department of Defense
(VA/DoD)."#!! Several of the new recommendations were sup-
ported by only one randomized controlled trial, extrapolated
care beyond directly studied populations, relied largely on surro-
gate outcomes rather than improved health outcomes, and were
primarily driven by biologic rationale and professional opinion.
Notably, the 33-member panel did not include any primary care
physicians.!

By contrast, the USPSTF generally requires randomized
controlled trials demonstrating improved health outcomes (ie,
improved length or quality of life) and does not replace evi-
dence with opinion.!? A 2022 USPSTF systematic review of
22 primary prevention trials found that myocardial infarction,
stroke, and composite cardiovascular outcomes were signifi-
cantly reduced in adults with cardiovascular risk factors who
were randomized to a moderate-intensity statin vs placebo.’
Considering this evidence, the USPSTF recommended statin
therapy for primary prevention in adults 40 to 75 years of age
with a 10-year risk of a major adverse cardiovascular event of
10% or greater and shared decision-making for those with 7.5%
to less than 10% risk. The USPSTF concluded that evidence is
insufficient to recommend routine lipid screening in children
and adolescents or to add nontraditional risk markers to tradi-
tional cardiovascular risk assessment."?® Other guidelines (eg,
VA/DoD, National Institute for Health and Care Excellence)
recommend a statin when 10-year risk is greater than 10%
and shared decision-making when it is 5% to 10% and do
not recommend lipoprotein (a), coronary artery calcium, apo-
lipoprotein B, or high-sensitivity C-reactive protein to guide
treatment.'"35 The Canadian PEER (Patients Experience
Evidence Research) guideline, developed by family physicians,

See related editorial on page 449 and article on page 484.
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TABLE 1

2026 ACC/AHA Dyslipidemia Guidelines: Do They Address USPSTF-ldentified Evidence Gaps?

USPSTF
recommendations3-8

ACC/AHA recommendations’

Deficienciesin ACC/AHA
recommendations

Insufficient evidence to
screen for lipid disorders in
children and adolescents
(gradel)

Screen children 9-11 years of age to
identify familial hypercholesterolemia
and other significant lipid disorders*

Lifestyle management for children and
adolescents with lipid abnormalities
Initiate lipid-lowering therapy in people

> 8 years with persistent LDL-C 2 160 mg/
dL (4.14 mmol/L)t

No direct evidence that screening asymptom-
atic children prevents CVD in adults, reduces
mortality, or improves quality of life better
than screening and lipid-lowering therapy later
in life

Treatment evidence primarily extrapolates from
populations with familial hypercholesterolemia

Long-term harms of childhood screening,
labeling, cascade testing, and decades of phar-
macologic treatment are not addressed

Prescribe a statin for
primary prevention of CVD
in adults 40-75 years of

age with one or more risk
factorsand an estimated
10-year risk of a cardiovas-
cularevent 2 10% (grade B);
selectively offer statin if risk
is 7.5% to < 10% (grade C)

In adults 30-79 years of age without CVD,
calculate PREVENT equation score as low
(< 3%), borderline (3% to < 5%), interme-
diate (5% to < 10%), or high (= 10%) for a
10-year risk of a cardiovascular event*
Borderline risk: shared decision-making
for moderate-intensity statin therapy
Intermediate risk: prescribe moderate-
intensity statin therapy or high-intensity
for patients at higher riskt
High risk: prescribe high-intensity statin
therapyt
Established CVD: lipid-lowering therapy,
including high-intensity statin#
LDL-C goalst:
<100 mg/dL (2.59 mmol/L) for border-
line or intermediate risk
<70 mg/dL (1.81 mmol/L) for high risk
<55 mg/dL (1.42 mmol/L) for CVD
Add ezetimibe, bempedoic acid (Nexle-
tol), or PCSK9 monoclonal antibodies as
needed to achieve LDL-C goalst

LDL-C threshold recommendations extrapolate
findings from higher-risk primary prevention
populations to lower-risk primary prevention
groups, without primary prevention trials for
people at lower risk

LDL-C threshold findings from one RCT of peo-
ple with severe CVD were applied to all people
with CVD

No direct evidence from RCTs comparing
treat-to-target vs fixed-dose statin therapy for
primary prevention

No direct evidence from RCTs comparing
higher- vs lower-intensity statins for health
outcomes in lower-risk primary prevention
populations

Primary prevention trials did not include adults

<40 years or initiation of lipid-lowering therapy
in people > 75 years

No trials comparing earlier vs delayed initiation
of statins based on lifetime risk

Lower cost of ezetimibe and lack of evidence
that PCSK9 monoclonal antibodies are superior
are not addressed

Harms are minimally considered; patient prefer-
ences are not considered

continues »

Force.

*—LOE B-NR = moderate-quality evidence from nonrandomized trials.
t—LOE B-R = moderate-quality evidence from one or more RCTs.

+—LOE A = high-quality evidence from one or more RCTs.

ACC/AHA = American College of Cardiology/American Heart Association; CAC = coronary artery calcium; CT = computed tomography; CVD =
cardiovascular disease; LDL-C = low-density lipoprotein cholesterol; LOE = level of evidence; PCSK9 = proprotein convertase subtilisin/kexin
type 9; PREVENT = Predicting Risk of Cardiovascular Disease Events; RCT = randomized controlled trial; USPSTF = US Preventive Services Task
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TABLE 1 (continued)

2026 ACC/AHA Dyslipidemia Guidelines: Do They Address USPSTF-ldentified Evidence Gaps?

USPSTF
recommendations3-8

ACC/AHA recommendations’

Deficiencies in ACC/AHA
recommendations

Insufficient evidence to add

the ankle-brachial index, least once*

high-sensitivity C-reactive
protein level, or CAC score
to traditional risk assess-
ment (grade |)

at borderline risk*

years*

and race or ethnicity*

atintermediate or high risk*

though the patient has CVD*

For all adults, measure lipoprotein (a) at

Consider measuring risk enhancers (CAC,
high-sensitivity C-reactive protein,
apolipoprotein B) to individualize risk
assessment and guide decisions about
starting lipid-lowering therapy for people

If CAC score = 0 and no higher-risk con-
dition is present, itis reasonable to defer
therapy and repeat CAC testingin 3-7

If CAC score > 0, lipid-lowering therapy
isrecommended, particularly when CAC
score 2 100 Agatston units or 2 75th per-
centile for people of the same age, sex,

Use CAC score to guide the decision to
intensify lipid-lowering therapy in people

Ifincidental CAC identified on noncardiac
CT, treat with lipid-lowering therapy as

No RCTs show that identifying elevated lipo-
protein (a) or lowering lipoprotein (a) improves
health outcomes

No RCTs directly compare traditional risk
assessment alone with traditional risk assess-
ment plus lipoprotein (a) or risk enhancers

Cited evidence demonstrates association,
discrimination, calibration, or risk reclassifica-
tion, without demonstration of improved health

outcomes

No consideration of harms (eg, radiation expo-
sure, incidental findings, downstream imaging
or invasive procedures, anxiety, labeling, cost,
overtreatment, adverse effects) from intensi-
fied lipid-lowering therapy

*—LOE B-NR = moderate-quality evidence from nonrandomized trials.
t—LOE B-R = moderate-quality evidence from one or more RCTs.

+—LOE A = high-quality evidence from one or more RCTs.

Information from references 1 and 3-8.

ACC/AHA = American College of Cardiology/American Heart Association; CAC = coronary artery calcium; CT = computed tomography; CVD =
cardiovascular disease; LDL-C = low-density lipoprotein cholesterol; LOE = level of evidence; PCSK9 = proprotein convertase subtilisin/kexin type
9; PREVENT = Predicting Risk of Cardiovascular Disease Events; RCT = randomized controlled trial; USPSTF = US Preventive Services Task Force.

emphasizes shared decision-making and recommends fixed
doses of statins, depending on risk.!

The ACC/AHA recommendation to replace the Pooled
Cohort Equations with the PREVENT equation is supported
by evidence that directly addresses an evidence gap identified
by the USPSTE."® The PREVENT equation was derived and
validated in contemporary cohorts of millions of US adults
and demonstrates improved calibration across diverse popula-
tions.”” The ACC/AHA reduced treatment thresholds from 5%
to 3% for shared decision-making and from 7.5% to 5.0% for
recommendation of statins because the PREVENT equation
generally calculates lower risks than the Pooled Cohort Equa-
tions.! However, initiating statin therapy at lower thresholds
would simply treat a lower-risk population and result in higher
numbers needed to treat (NNTs). For example, to prevent one
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major adverse cardiovascular event over 10 years, the NNT is
120 for 3% baseline risk, 71 for 5% risk, and 36 for 10% risk.

Recommendations for childhood lipid screening are based on
the biologic rationale that atherosclerosis begins early and that
statins reduce LDL-C in children with familial hypercholester-
olemia. However, no evidence supports that screening children
reduces adult cardiovascular events or mortality, and no studies
have assessed the optimal age to initiate statins that balance
benefits with cost and long-term harms of lifelong treatment.'®
Additionally, screening will identify substantially more children
with multifactorial dyslipidemia (approximately 8% prevalence)
rather than familial hypercholesterolemia (approximately 0.3%
prevalence).’ The benefits of treating multifactorial dyslipidemia
are substantially lower, making the relative harms, cost, and
burden greater.
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The ACC/AHA uses LDL-C targets and expanded use of
nonstatin therapies to base its recommendations for lower
treatment thresholds on meta-regression analyses showing that
greater LDL-C reduction is associated with greater benefit.!
However, these recommendations extrapolate findings from
higher-risk populations to individuals at substantially lower
risk. The Ez-PAVE trial randomized patients at high risk with
known CVD to LDL-C targets of 55 mg/dL (1.42 mmol/L)
and 70 mg/dL (1.81 mmol/L); it showed lower rates of nonfatal
myocardial infarction (NNT = 111 over 3 years) and percutane-
ous angioplasty but no reduction in cardiovascular mortality.”
This single study is the basis for lowering the LDL-C target
to 55 mg/dL for all people with CVD.! Similatly, rather than
fixed-intensity statin strategies, the ACC/AHA recommends
lowering LDL-C treatment goals for people without CVD at
borderline or intermediate risk to less than 100 mg/dL (2.59
mmol/L) and those at high risk to less than 70 mg/dL.! This
recommendation is extrapolated from studies of people with
CVD (ie, not primary prevention) that compare outcomes for
higher- vs lower-intensity statins to find the overall average
LDL-C.

The ACC/AHA cites studies showing that measuring lipo-
protein (a), coronary artery calcium, apolipoprotein B, and
high-sensitivity C-reactive protein improves risk prediction.!
However, no studies demonstrate that adding these tests to
traditional risk assessment changes clinical decisions in ways
that improve health outcomes.®2

Recommendations for CVD prevention deserve the high-
est standard of evidence to avoid increasing costs, harms, and
burdens without adequate benefit. Unlike the 2026 ACC/AHA
guideline, future dyslipidemia guidelines should be grounded
in rigorous systematic reviews that demonstrate improved
health outcomes.

The dismantling of the USPSTF threatens one of the few
truly independent, evidence-based voices in preventive care in
the United States.?! Now more than ever, we need its scien-
tific rigor, transparency, and willingness to let evidence—not
opinion—guide recommendations.

Editor's Note: Dr. Ebell is cofounder and editor-in-chief of
Essential Evidence Plus.
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