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The management of low-density lipoprotein cholesterol (LDL-C) remains a cornerstone in preventing 

atherosclerotic cardiovascular disease (ASCVD). Despite established guidelines, many patients do not achieve 

or maintain recommended LDL-C targets, contributing to persistent residual risk. New perspectives presented 

at ESC 2026 underscore the importance of an intensified, early, and sustained approach to LDL-C reduction to 

improve long-term cardiovascular outcomes.

K E Y  TA K E AWAY S

º The Pivot: Emphasis has shifted towards achieving LDL-C goals as early as possible and maintaining them 

consistently.

º The Data: Meta-analyses indicate that for every 1 mmol/L reduction in LDL-C, there is a 20-25% relative 

risk reduction in major vascular events.

º The Action: Clinicians should initiate high-intensity statin therapy promptly in eligible patients and consider 

combination therapy with non-statin agents if LDL-C goals are not met within 4-6 weeks.

Atherosclerotic cardiovascular disease (ASCVD) continues to be a leading cause of morbidity and mortality globally. 

Elevated low-density lipoprotein cholesterol (LDL-C) is a well-established, modifiable risk factor for ASCVD. 

Current guidelines from bodies such as the European Society of Cardiology (ESC) and the American College of 

Cardiology/American Heart Association (ACC/AHA) recommend specific LDL-C targets based on an individual's 

ASCVD risk category. For very high-risk patients, an LDL-C target of less than 1.4 mmol/L (55 mg/dL) is recommended, 

along with a reduction of at least 50% from baseline. For high-risk patients, the target is less than 1.8 mmol/L (70 mg/dL) 

with a similar 50% reduction. Despite these clear recommendations, a significant proportion of patients, particularly 

those at high and very high risk, do not achieve their individualized LDL-C goals. This gap in care contributes to ongoing 

cardiovascular events and highlights a critical area for improvement in clinical practice.

The concept of 'cumulative LDL-C exposure' has gained prominence, suggesting that the total burden of elevated LDL-C 

over time is a stronger predictor of ASCVD events than a single LDL-C measurement. This understanding underpins 

the rationale for early and sustained LDL-C lowering. Delaying the initiation or intensification of lipid-lowering therapy 

allows for prolonged exposure to higher LDL-C levels, which can accelerate atherogenesis and increase the likelihood of 

future cardiovascular events. Therefore, a proactive strategy focused on rapid goal attainment and consistent maintenance 

is advocated.

Optimising LDL-C Management Strategies
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The primary pharmacological intervention for LDL-C reduction remains statin therapy. High-intensity statins (e.g., 

atorvastatin 40-80 mg, rosuvastatin 20-40 mg) are capable of reducing LDL-C by 50% or more. However, for many 

high and very high-risk patients, statin monotherapy may be insufficient to reach stringent LDL-C goals. In such cases, 

combination therapy is necessary. Ezetimibe, a cholesterol absorption inhibitor, can provide an additional 15-20% 

reduction in LDL-C when added to statin therapy. Proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibitors (e.g., 

evolocumab, alirocumab) offer substantial LDL-C lowering, typically reducing levels by an additional 50-60% on top of 

statin and ezetimibe therapy. These agents are particularly valuable for patients who do not achieve their LDL-C goals 

despite maximally tolerated oral therapy, or for those with statin intolerance.

The practical approach to early and sustained goal attainment involves several steps. First, accurate risk stratification is 

essential to determine the appropriate LDL-C target. Second, immediate initiation of high-intensity statin therapy, unless 

contraindicated, is recommended for all eligible patients. Third, LDL-C levels should be re-evaluated within 4-6 weeks 

of initiating or intensifying therapy. If the patient is not at goal, non-statin agents should be added sequentially. This 

'treat-to-target' approach, with rapid escalation of therapy, contrasts with historical practices that often involved slower 

titration or delayed addition of second-line agents. The aim is to minimise the time spent with elevated LDL-C levels, 

thereby reducing cumulative exposure and subsequent ASCVD risk. Patient adherence to prescribed medications is also 

a critical factor, and regular monitoring and patient education are integral to successful long-term management.

CLINICAL IMPLICATIONS

The renewed emphasis on early and sustained LDL-C goal attainment should prompt a re-evaluation of current 

prescribing patterns. Many clinicians still hesitate to initiate high-intensity statins or to combine lipid-lowering 

agents promptly, often due to concerns about side effects or polypharmacy. However, the evidence consistently 

points to the benefits of aggressive LDL-C reduction. Delaying intensification means patients spend more time 

at elevated risk, accumulating atherosclerotic burden that could have been mitigated. It is time to move beyond 

incremental adjustments and adopt a more decisive approach, particularly for very high-risk individuals.

For patients, this means a more proactive and potentially complex medication regimen. While the goal is 

to prevent future cardiovascular events, the immediate burden of multiple daily medications or injectable 

therapies like PCSK9 inhibitors can be a barrier to adherence. Pharmaceutical companies developing new 

lipid-lowering agents must continue to focus on improving convenience and reducing treatment burden, 

alongside demonstrating efficacy. The cost-effectiveness of these advanced therapies, especially PCSK9 

inhibitors, remains a point of discussion, and healthcare systems must consider how to ensure equitable 

access for those who stand to benefit most.

Ultimately, the message from ESC 2026 is clear: the longer a patient's LDL-C remains above target, the 

greater their risk. This necessitates a shift in clinical mindset from a reactive to a proactive stance. Guidelines 

are only effective if they are implemented rigorously. The challenge now is to translate this evidence into 

widespread clinical practice, ensuring that every eligible patient receives optimal, timely, and sustained LDL-C 

management to truly reduce the burden of ASCVD.
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