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Abstract

Ischemic heart disease continues to be the leading cause of death worldwide. Low-density lipoproteins cholesterol (LDL-c) is the main 
responsible factor in its pathophysiology. Despite the great farmacological advance in lipid-lowering treatments (estatins, ezetimibe, PCSK9 
inhibitors and those that remain to come bempedoic acid and inclisiran) most of our patients in secondary prevention present LDL-c levels 
over the recommended by the Clinical Practice Guidelines. For this reason, we developed a specific program in an attempt to achieve the goal of 
lowering LDL-c the lower and the sooner the better.
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Ldl-c Levels In Secondary Prevention: The  
Lower The Better and The Sooner The Better

Introduction

The WHO reminds us that ischemic heart disease continues 
to be the leading cause of death worldwide. Over the last few 
years, a relevant scientific impulse has been developed aimed at 
investigating its pathophysiology, managing to identify different 
causes that, to a greater or lesser extent, are responsible for it. 
However, up to date, its main causal factor continues to be low-
density lipoproteins cholesterol (LDL-c) [1-6].

For this reason, LDL-c reduction therapies are postulated as 
the best tool available for the secondary prevention of patients 
who have suffered an acute coronary syndrome (ACS). Since 
the initiation of statin therapy with lovastatin in 1987, great 
scientific evidence has been built on cholesterol-atheroma plaque 
causality in parallel with the therapeutic arsenal used, with the 
incorporation of ezetimibe [4,7] and inhibitors of proprotein 
convertase subtilisin/kexin type 9 (PCSK9i) [5,8], capable of 
reducing LDL-c levels to unusual values with previous therapies. 
In a few months we will have two new molecules: benpedoic acid 
[9], for patients intolerant to statins or as a complement in those 
patients bordering on the fulfillment of objectives and Inclisirán, 
a new drug based on RNA interference technology with promising 
results to change the routine of lipid-lowering treatment, with a 
biannual dosage [10].

Keeping in mind this impressive advance in cardiovascular 
prevention, it should be considered that clinical practice has 
already internalized that, when it comes to a reduction in LDL-c, 
“the lower the better”. Consequently, it should have resulted in a 
higher success rate in achieving the lipid targets recommended by 
the Clinical Practice Guidelines (CPGs) based on the patient’s risk 
score [11]. However, the latest multicenter secondary prevention 
studies such as EUROASPIRE [12] and DA VINCI [13] show poor 
lipid control in our patients despite the disponibility of drugs 
capable of achieving this goal. This is due to an inappropriate use of 
available treatments with an insufficient number of combination 
treatments (statins with ezetimibe) and a low use of PCSK9i.

In addition to the paradigm of “the lower the better”, it 
is necessary to reduce LDL-c levels “the sooner the better”. 
Obviously, this requires a closer follow-up of patients, with 
more frequent analytical controls and a greater dedication to 
meeting the lipid threshold, than is usually used in a conventional 
cardiology consultation. In this sense, in the Cardiology Service 
of the Puerta del Mar University Hospital, we have developed a 
specific program called “Post-ACS Virtual Consultation”. It is 
aimed not only at achieving the LDL-c levels recommended by 
the CPGs [11] in the majority of patients in post-ACS secondary 
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prevention, but also to accomplish it “the sooner the better”. 
This idea emerged as an improvement action after analyzing our 
results from a previous series (2018). In this series, we achieved 
the goal of LDL-c <70 mg/dL (still in force in 2018-2019) in 52% 
of our post-ACS patients, after 1 year of follow-up [14]. Although 
these results improved those of the Euroaspire V study, they were 
insufficient, especially if we take into account the time elapsed 
until its achievement (almost 1 year) and that the new 2019 CPGs 
lowered the lipid target for LDL-c from 70 to 55 mg/dL. Therefore, 
a more energetic and faster lipid control strategy was required 
than the one we had been using.

In 2020, we developed the “Post-ACS Virtual Consultation” and 
despite the COVID pandemic, we included more than 300 patients 
in this program. It basically consists of monthly monitoring and 
analytical control of patients who have suffered an ACS. These 
patients are discharged from hospital with high intensity statins, 
together with a request for a lipid profile within 1 month post 
ACS and are also included in a specific database. Analysis and 
telephone consultation are carried out every month. In these 
monthly telephone consultations, the treatment is escalated 
(increase in statins and/or ezetimibe and/or PCSK9i) until the 
lipid goal of LDL-c <55 mg/dL is achieved. At this time, the “time 
until reaching the lipid goal” is computed, which is the main 
variable of this program.

We are currently finalizing the follow-up of the last patients 
included, but, in a preliminary way, we can anticipate that the 
vast majority of them achieved an LDL-c <55 mg/dL and that 
the average time for this was around 3 months. Although this 
results are still preliminary, we believe that this more committed 
approach in the control of LDL-c will allow the achievement of the 
recommended objectives by the European CPG [11] in a greater 
percentage of patients and, especially, in a much shorter time than 
usual. 

Conclusion

Given the known causal relationship between LDL-c and 
cardiovascular risk, a more conscientious strategy to reduce 
LDLc the lower and the sooner the better should help reduce the 
incidence of new ischemic hospitalizations after ACS.
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