Screening For ACS: Its Main Value Is In Guiding Lipid Treatment:
How Low Should LDL-Cholesterol (LDL-C) Be Pushed And
What Will It Do To Carotid Plaques
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Arterial Ultrasound Testing to Predict
Atherosclerotic Cardiovascular Events:
The Cyprus Atherosclerosis Study

Reclassification of All Individuals*

Predicted 10-Year ASCVE Risk Using Conventional
n=985 Risk Factors and Total Plaque Thickness (Cox Model 2)
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By adding total plague thickness and total plaque area from 4 bifurcations (carotid
and femoral) to conventional risk factors in a Cox model, net reclassification

improvement was 16.6%, and 16.6% (P < 0.0001), respectively.

What is the current trial evidence to treat
dyslipidemia in a patient with an isolated ACS?

The Society for Vascular Surgery implementation document for
management of extracranial cerebrovascular disease
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How can the presence of an Ax carotid stenosis
(ACS) or common femoral artery stenosis on
ultrasonography trigger treatment of dyslipidemia?

« Check if the patient has already an established atherosclerotic disease, e.g.
LEAD requiring Tx of dyslipidemia.

« Often guidelines are ignored or interpreted differently across the various
specialties.

« Isolated, subclinical atherosclerosis?

Recommendation 13 Changed
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For patients with asymptomatic carotid stenosis, lipid
lowering therapy with statins (with or without ezetimibe)
is recommended for the long-term prevention of stroke,
myocardial infarction, and other cardiovascular events.
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Where does this evidence derive fr

* Observational in nature

* Extrapolation from similar patient populations

* Not all outcomes (e.g. stroke, M, etc) have been reported

Effects on major coronary events and strokes, per 1.0 mmol/L
reduction in LDL cholesterol at different levels of risk

S-year MVEisk Events (% per annum) RR(CI) per 1.0 mmolL reduction
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Meta-analysis of 27 RCTs (n=174,149):
Statins were associated with
statistically significant reductions in
stroke (RR 0.85) and major coronary
events (RR 0.76)

Er T T ppe—
76(050)  435(079) —e—}
wuam w0 e
vesas umed)

ey 18958

0049 6665157

057(036-089)
061(050-074)
077(060-085)
077(071-083)
078(072-084)
076(073-079)

71016 90020
1900034 240(043)
797(062) 907 (071)
781084 900(097)
10145 6610168)

210(067) 2798(078)

074 046-119)
077060:098)
086(075-098)
086(075-097)
086(075099)
085 (080-0.89) Cholesterol Treatment Tri
Lancet 2012

’ (CTT) Collaborators.

- sowlimits <[> 95% lmits

LDL target for Ax patients

At present, evidence is lacking to support
specific LDL-C targets in ACS patients (2023 ESVS GLs)

BUT
2017 ESC Guidelines on the Diagnosis and Treatment of Peripheral Arterial
Diseases. Eur Heart J, 2018

In patients with PADs, it is recommended to
reduce LDL-C to < 1.8 mmol/L (70 mg/dL)
or decrease it by > 50% if baseline values
are 1.8-3.5 mmol/L (70-135 mg/dL).>®

PADs = peripheral arterial diseases.

CHD event rate (%)
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Association of lipid-lowering therapy and long-
term stroke in a post hoc analysis of ACST-1

Syears: 34% (95% 11552} p=00005
10years58% (95% 0121.96) p-0002

>10% reduced rates at 10 years
1% per year

Lancet 2010

Eventspeson-years

LDL reduction with statins reduces cardiovascular events
in the setting of secondary and primary prevention
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What about
isolated ACS
and
asymptomatic
atherosclerosis
in general?

Statins reduce carotid plague volume progression

Three-dimensional ultrasound imaging: An effective method to
detect the effect of moderate intensity statin treatment in
slowing carotid plaque progression

TABLE 3 Baseline, 2-year follow-up, and change from baseline characteristics for carotid plaques
Total(n = 73) Statin-group (n = 48) Control group (n = 25)
Number of plagues
Baseline 201-3) 201-3] 2013
2years 212-3) 211275 212-3]
Change o0 000 o1
Praluet 015 099 008
Total plaque volume (mm)
Baseline 270[160-500]
2years 290(190-515]
Change. 50[-40-100]
P yalue® 002

295 [145-510]
29011704975

2101170420]
280 (225.715]

70125-150]
0.001
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Statins reduce lipid-rich necrotic core (LRNC) volume of carotid Statins do not reduce plaque volume of carotid plaques on
plaques on vessel wall MRI vessel wall MRI

Wall Volume > 12 Months
LRNC Volume > 12 Months
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Conclusions

* Statins positively affect atherosclerotic plaque composition.

* Statins reduce cerebrovascular events in patients with ACS, based

OBSERVATIONAL data.

* Lipid lowering Tx (e.g. statins, PCSK9 inhibitors, inclisiran, etc) and

LDL targets should be tested further by future RCTs in this setting.






