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Abstract
Low-density lipoprotein cholesterol (LDL-C) reduction remains a central focus in cardiovascular risk management, with ongoing debates re-

garding optimal target levels. While the European Society of Cardiology (ESC) has progressively lowered LDL-C targets to below 55 mg/dL - and even 
40 mg/dL for very high-risk patients - the American College of Cardiology (ACC) remains more conservative, recommending levels below 70 mg/dL. 
However, emerging clinical evidence suggests that further reductions, potentially below 30 mg/dL, may confer additional cardiovascular benefits. 
At our cardiology center at Bethsaida, led by Prof. Dasaad Mulijono, we have successfully maintained LDL-C levels in patients with coronary heart 
disease below this threshold without using PCSK9 inhibitors, demonstrating significant reductions in restenosis and atherosclerotic progression. 
This article explores the discrepancies between major guidelines, expert opinions from leading cardiologists such as Eugene Braunwald and Eric 
Topol, and real-world outcomes observed in our clinical practice. Additionally, we discuss the role of a whole-food plant-based diet (WFPBD) com-
bined with high-intensity lipid-lowering therapy in optimizing cardiovascular health. Given the historical trend of progressively lower LDL-C targets 
correlating with improved outcomes, future guidelines may align with expert recommendations that advocate for ultra-low LDL-C levels. This study 
underscores the importance of integrating guideline-based strategies with real-time clinical insights to advance cardiovascular risk management.
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Introduction

LDL-C, often referred to as the “atherogenic” or “harmful” 
cholesterol fraction, has been a central focus of cardiovascular risk 
reduction strategies for several decades. Despite its well-established 
role, the precise therapeutic target for lowering LDL-C remains a 
matter of substantial debate, with inconsistencies between major 
clinical guidelines and the viewpoints of leading experts in the 
field [1,2]. This review explores these ongoing controversies by 
systematically comparing the recommendations issued by the ACC 
and the ESC, contrasting them with expert perspectives articulated 
by prominent cardiologists such as Professors Eugene Braunwald  

 
and Eric Topol [3-5].

Differing Guidelines: ACC vs. ESC

Over the years, the ACC and the ESC have progressively 
refined their recommendations regarding optimal target levels for 
LDL-C. However, a discernible divergence has emerged between 
their approaches, with the ACC - often in collaboration with 
the American Heart Association (AHA) - tending toward more 
conservative thresholds, in contrast to the increasingly aggressive 
stance adopted by its European counterpart. In the early 1990s, the 
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National Cholesterol Education Program (NCEP) Adult Treatment 
Panel III (ATP III) issued guidance recommending an LDL-C goal of 
less than 130 mg/dL for individuals at high risk of cardiovascular 
disease. Even then, some experts advocated for a more intensive 
target of less than 100 mg/dL to further mitigate residual risk [6]. 
Subsequent revisions to the ATP III guidelines in 2000 and 2004 
reflected a shift toward more rigorous management of lipids. 
Updated recommendations specified an LDL-C target of less than 
100 mg/dL for high-risk patients and introduced a more ambitious 
goal of less than 70 mg/dL for those classified as very high-risk [7].

In contrast, the 2016 iteration of the ESC guidelines explicitly 
endorsed a target LDL-C level of less than 70 mg/dL for individuals 
at very high risk of cardiovascular events [8]. Building upon this, 
the 2019 and 2021 ESC guidelines adopted an even more stringent 
approach, lowering the recommended target to below 55 mg/dL 
for very high-risk patients and suggesting a threshold of less than 
40 mg/dL for those deemed to be at extreme risk [9,10]. As of 2022, 
the ACC/AHA continued to advocate for an LDL-C target of less than 
70 mg/dL for individuals at very high risk, thereby maintaining a 
relatively conservative stance compared to the increasingly assertive 
recommendations of the ESC [6,11]. This ongoing divergence 
underscores fundamental differences in the aggressiveness of lipid-
lowering strategies endorsed by these two leading cardiovascular 
societies. The ESC’s progressively lower LDL-C targets reflect an 
expanding body of clinical evidence supporting that “lower is better” 
in atherogenic cholesterol reduction. In contrast, the ACC/AHA has 
demonstrated a more measured approach, possibly influenced by 
considerations regarding treatment feasibility, patient adherence, 
and potential side effects associated with intensive lipid-lowering 
therapies.

Guidelines vs. Expert Opinions: The Braunwald and 
Topol Perspective

In stark contrast to the conservative targets outlined in prevailing 
clinical guidelines, a growing contingent of eminent cardiovascular 
authorities has advocated for markedly more aggressive reduction of 
LDL-C, particularly in secondary prevention. Foremost among these 
proponents are Professor Eugene Braunwald and Prof. Eric Topol, 
who assert - on the strength of increasingly compelling empirical 
evidence - that optimal LDL-C levels for individuals at very high 
cardiovascular risk may lie well below conventional thresholds, 
potentially approaching concentrations under 30 mg/dL [3-5]. This 
evolving paradigm is substantiated by a robust and ever-expanding 
body of randomized controlled trials and large-scale observational 
studies, which demonstrate a clear, dose-dependent relationship 
between LDL-C reduction and a diminished incidence of adverse 
cardiovascular outcomes, including myocardial infarction, ischemic 
stroke, and cardiovascular death. The longstanding maxim that 
“lower is better” for LDL-C continues to gain momentum, reinforced 
by the landmark results of trials evaluating high-intensity statins 
and PCSK9 inhibitors, which show unprecedented reductions in 
event rates at ultra-low LDL-C levels.

The historical trend in clinical targets - from less than 130 
mg/dL, successively lowered to 100 mg/dL, 70 mg/dL, and now 
below 55 mg/dL - reflects a consistent trajectory of evidence-

based intensification. Braunwald and Topol argue that extending 
this trajectory toward targets below 30 mg/dL is not only logical 
but essential for high-risk populations, particularly those with 
established atherosclerotic cardiovascular disease, recurrent 
events, or multiple comorbidities [2,12-25]. Although initially 
perceived as radical, the pursuit of ultra-low LDL-C is firmly 
grounded in clinical science. Current evidence reveals no discernible 
threshold below which further LDL-C reduction fails to yield benefit. 
Indeed, the relationship between LDL-C levels and cardiovascular 
risk appears continuous and without a physiological “floor effect.” 
This suggests that previously accepted therapeutic ceilings may be 
artificially constrained and ripe for redefinition. Thinking leaders 
such as Braunwald and Topol are not alone in calling for a bold re-
evaluation of LDL-C targets. Other prominent figures - including 
Valentin Fuster, Steven Nissen, Jean-Claude Tardif, Paul Ridker, 
Kausik Ray, Brian Ference, and Sekar Kathiresan - have similarly 
endorsed the paradigm of ultra-low LDL-C as a cornerstone of 
contemporary cardiovascular risk management. Their unified 
stance challenges entrenched doctrines and urges clinicians and 
guideline committees alike to adopt a more progressive, data-
driven approach to lipid lowering in the modern era.

Why Expert Opinion Often Outpaces Official 
Guidelines

In light of the dynamic and rapidly evolving landscape 
surrounding LDL-C management, one may reasonably ask: Why 
should greater credence be given to the perspectives of leading 
experts rather than strictly adhering to formal clinical guidelines? 
The answer lies in a nuanced understanding of how scientific 
insight progresses and how real-world application often demands 
agility that exceeds the pace of institutional consensus - several 
compelling considerations support prioritizing expert guidance in 
this context. First and foremost, it is well recognized that clinical 
guidelines, by their very nature, are retrospective in scope. They 
are grounded in large-scale randomized controlled trials and 
meta-analyses, which - although foundational to evidence-based 
medicine - require substantial time to conduct, publish, and 
synthesize the results. Consequently, an inherent delay exists 
between the emergence of new data and its integration into formal 
recommendations. In contrast, esteemed clinicians and researchers 
such as Professors Eugene Braunwald and Eric Topol can evaluate 
and respond to novel findings in near real-time, providing insights 
that often precede - and ultimately shape - the next generation of 
guidelines [17].

Secondly, the formulation of official recommendations is 
often constrained by various regulatory, logistical, and economic 
considerations. Guideline committees must weigh not only scientific 
validity but also issues such as drug accessibility, healthcare 
infrastructure, cost-effectiveness, and patient adherence across 
diverse populations. While these factors are crucial from a public 
health perspective, they can dilute the clinical aggressiveness of 
therapeutic targets. In contrast, expert opinion is liberated from 
such administrative burdens. It can focus squarely on interpreting 
the scientific data in its purest form, often pushing the boundaries 
of what is clinically achievable and optimal [17].
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Third, a historical analysis of LDL-C target evolution provides 
compelling evidence of a consistent trajectory toward progressively 
lower thresholds. What was once considered adequate - 130 mg/
dL - was later replaced by 100 mg/dL, then 70 mg/dL, and more 
recently, levels below 55 mg/dL or even 40 mg/dL for the highest-
risk individuals. At each stage, proposals for more aggressive 
targets were initially met with scepticism, only to be validated by 
subsequent research. This pattern suggests that current expert 
recommendations advocating for LDL-C levels below 30 mg/dL may 
represent the next logical step in the continuum of cardiovascular 

risk reduction. This step may eventually become standard practice.

Furthermore, experts have repeatedly emphasized the 
importance of individualized risk stratification in lipid management. 
Not all patients benefit equally from uniform targets; those with 
established atherosclerotic cardiovascular disease, multiple 
comorbidities, or recurrent events may require substantially more 
intensive LDL-C lowering to achieve meaningful risk reductions. 
Such patient-specific considerations often fall outside the scope 
of generalized guidelines; however, they are routinely addressed 
through the nuanced judgment of seasoned clinicians (Figure 1).

Figure 1

Clinical Reflections from Our Centre: Integrating 
Diet and Pharmacology for Optimal Outcomes

Our experience at a tertiary cardiology centre further 
reinforces the clinical utility of embracing expert-led, evidence-
informed approaches to lipid management. In treating patients 
with coronary artery disease, we have adopted a comprehensive 
strategy that combines a WFPBD with high-intensity statin therapy 
and adjunctive ezetimibe. Through this integrative model, we have 
successfully guided most patients to achieve LDL-C levels below 30 
mg/dL - a threshold long considered unattainable without using 
PCSK9 inhibitors, which remain cost-prohibitive for many within 
our population. Importantly, this approach has yielded marked 
clinical benefits. We have observed significant reductions in 
restenosis rates and demonstrable attenuation in the progression of 
atherosclerosis. These outcomes suggest that the synergy between 
lifestyle intervention and pharmacologic therapy can often rival the 
results of more resource-intensive strategies. Our findings provide 
further support for the notion that an aggressive yet accessible 
LDL-C target—below 30 mg/dL—is not only feasible but may also 

be essential in redefining standards for secondary prevention in 
high-risk cardiovascular patients.

Conclusion

The ongoing debate regarding optimal LDL-C targets 
underscores fundamental tension in modern cardiovascular 
medicine: should clinicians wait for guidelines to catch up with 
emerging evidence, or should they adopt more ambitious targets 
championed by visionary experts? While the ACC and ESC continue 
to propose differing thresholds, many leading cardiologists, 
including Professors Braunwald and Topol, are urging the field 
to adopt a more aggressive paradigm that pursues LDL-C levels 
well below current standard targets. The historical trajectory of 
lipid management reveals a consistent pattern: what was once 
considered “too low” eventually becomes the new standard. This 
evolution suggests that current expert proposals for ultra-low 
LDL-C thresholds (e.g., <30 mg/dL) are not radical but prescient.

As accumulating evidence continues to validate the principle 
that “lower is unequivocally better,” the real question is no longer 
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whether we should aim lower, but how long we are willing to 
wait before doing so. Adherence to outdated or overly cautious 
thresholds may represent a missed opportunity to prevent 
thousands of avoidable cardiovascular events. Clinicians are 
thus challenged to transcend passive guideline-following and 
instead adopt a more proactive, precision-driven approach—one 
that integrates robust scientific evidence and the bold insights 
of experienced thought leaders. By doing so, we not only elevate 
the standard of care but also shift the paradigm from reactive 
treatment to aggressive, anticipatory prevention, reducing reliance 
on invasive interventions and curbing cardiovascular mortality 
driven by persistent therapeutic inertia.
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