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Figure 2. Overall conceptual approach to risk assessment and decision-making regarding the intensity of

prevention efforts and use of drug therapy in primary prevention of ASCVD.
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B Approach to Risk Assessment in 1° Prevention: CPR
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B 2017 ACC/AHA Hypertension Guidelines

A\

Blood Pressure (BP) Thresholds

and Recommendations for Treatment and Follow-Up
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HEA 2018 AHA/ACC/Multi-Specialty Cholesterol Guidelines

M

Primary Prevention:
Assess ASCVD Risk in Each Age Group =
Emphasize Adherence to Healthy Lifestyle

v
lM- |2'0-3'9v N Aged0-75yand ) Diabetes mellitus and age 40-75 y
Age 0-19y Estimate lifetime ris LDL-C 270-<190 mg/dL Risk assessment to consider high-intensity statin
Lifestyle to prevent or reduce to age lifestyle to red
ASCVD risk ASCVD risk (21.8-<4.9 mmol/L) (Class Ila)
Diagnosis of Familial Consider statin if family history Jj| Without diabetes mellitus
Hypercholesterolemia-» statin || premature ASCVD and LDL-C 10-year ASCVD risk percent Age >75y
‘ begins risk discussion Clinical assessment, Risk discussion
ASCVD Risk Enhancers:
*  Family history of premature ASCVD <5% 5% - <7.5% 27.5% - <20% 220%
*  Persistently elevated LDL-C 2160 mg/ “Low Risk” “Borderline Risk” “Intermediate Risk” “High Risk"”
dL (24.1 mmol/L)

* Chronic kidney discase

Metabolic syndrome

Conditions specific to women (e.g.,
preeclampsia, premature menopause)
Inflammatory diseases (especially
rheumatoid arthritis, psoriasis, HIV)
Ethnicity (e.g., South Asian ancestry)

Persistently elevated triglycerides
(2175 mg/dL, (24.5 mmol/L))

cted

hs-CRP 22.0 mg/L

If risk decision is uncertain:
Lp(a) levels >50 mg/dL or >125 nmol/L
a:(:g t:;o‘:sudT‘, s Consider measuring CAC in selected adults:

Ankle-brachial index (ABI) <0.9 CAC = zero (lowers risk; consider no statin, unless diabetes, family history of
premature CHD, or cigarette smoking are present)

CAC = 1-99 favors statin (especially after age 55)
CAC = 100+ and/or 275th percentile, initiate statin therapy
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B C-= Calculate: Use Pooled Cohort Equations for ASCVD
Risk Estimation

* Recommended for use based on:
— Broad utilization and desired endpoint of hard ASCVD

— Most widely validated score in contemporary US populations
* SR identified 23 manuscripts evaluating PCE in diverse populations

— PCE are well calibrated near decision thresholds (e.g., 7.5% 10-year risk) in broad US
clinical population

— As with all risk scores, PCE can under- and over-estimate true risk in some subgroups

— Reclassification by CAC well understood

* New recommendations - Deploy PCE with:

— Expanded clinician-patient discussion with consideration of risk-enhancing factors
— Judicious use of CAC measurement in intermediate risk and selected borderline risk

patients to reclassify risk
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B Performance of Pooled Cohort Equations in Diverse
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B P = Personalize: Refine Risk for Individual Patients

A\
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RiskEnhancing Factors

1 Family history of premature ASC\ihales, age <55 y; females, age <65 vy)

1 Primary hypercholesterolemigLDLC, 16@189 mgbL[4.1¢4.8 mmol/L); noqHDLC 19@219
mg/dL[4.9¢5.6 mmol/L])*

1 Metabolic syndrome(increased waist circumference, elevated triglycerides [>175djgélevated
blood pressure, elevated glucose, and low HDJ<40 mgdLin men; <50 in women mgL] are
factors; tally of 3 makes the diagnosis)

f Chronic kidney diseasgeGFR 1669 mL/min/1.73 m with or without albuminuria; not treated with
dialysis or kidney transplantation)

1 Chronic inflammatory conditionsuch as psoriasis, RA, or HIV/AIDS

1 History of premature menopause (before age 40 y) and history of pregnaassociated conditiong
that increase later ASCVD risk such as preeclampsia

1 Highrisk race/ethnicities(e.g., South Asian ancestry)
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RiskEnhancing Factors

1 Lipid/biomarkers Associated with increased ASCVD risk
ot SNAEAAUSYUftefr SftSOFIGSRE LINAYINE KelL
o If measured:
A Elevated highksensitivity Greactive proteind xH ®n Y3k [ 0
A ElevatedLp(a): A relative indication for its measurement is family history of
premature ASCVD. Ao F 0 xpn YIKR[ 2N XMHpPp VY
enhancing factor especially at higher levels o).

A ElevatedapoBx Mo n Y3IKR[Y ! NBfIFIGADBS AYRA
GNRIft BOSNARS xHnn Y3IkKR[ P | DD
mg/dL and constitutes a risdnhancing factor

A ABI<0.9
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B R = Reclassify Risk in Selected Patients

10-year risk
5% - <7.5% or 7.5% - <20%

l Decision for No Drug
Therapy

Engage patient in discussion
mmlpi  regarding net benefit of statin
therapy

Consider risk-enhancing
factors

Decision for Drug Therapy

Patient Undecided or Clinical Uncertainty Regarding

Net Benefit of Statin Therapy

See ACC/AHA 2018 Guideline
for Cholesterol Management

Consider CAC measurement
If performed:

Below Threshold for Statin Benefit
Consider avoiding or
postponing drug therapy.*

CAC1-99 and <75' CAC 2100 or 275™
%ile for age/sex race %ile for age/sex/race

Subclinical atherosclerosis present; risk estimate
similar. Repeat clinician-patient discussion with new Above Threshold for Statin Benefit

information. Consider statin therapy now or postpone Recommend statin therapy.
statin and consider repeat CAC in 5 years

*Clinicians and patients may not wish to postpone therapy in patients with a CAC score of 0 and diabetes mellitus, heavy current cigarette
smoking, or strong family history of premature ASCVD.
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B Reclassification of Risk by CAC

Example: MESA Study
A 25-

22.5

MCAC=0 BNCAC1-100 ECAC>100

20 A

17.5 4

7.5% 10-year risk
Threshold for considering statin

154

12.5

7.5-9.9% 10-14.9% 15-19.9%

Noi N=431 N=608 N=342
M Me Dotted line represent reference line for 10-year ASCVD risk estimate of 7.5%

Nasir et al., MESA Study,
JACC 2015
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B Perform CPR ...Then Treat Accordingly

* Risk-based and risk-enhanced algorithm for selecting patients
considered for treatment with statins in primary prevention likely
to lead to better decisions and greater patient
satisfaction/adherence

* This CPR now or that CPR later
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