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Objectives

• Review recent advances in lipid lowering therapy resulting in very low 
LDL levels.

• Evaluate if there is CV benefit from RCT’s by further lowering of LDL 
beyond maximal tolerated statin use.

• Discuss the controversies in safety of very low LDL levels.

• Describe which patients benefit the most from aggressive lipid 
lowering therapy using a clinical scenario.





























































GLAGOV: Mean On-Treatment LDL-C vs. 
Change in Percent Atheroma Volume

Achieved On-Treatment LDL-C (mg/dL)

.

The GLAGOV multicenter, double-blind, placebo-controlled, randomized clinical trial 
(enrollment 5/2013 to 1/2015) conducted at 197 academic and community hospitals in 6 

continents, enrolling 968 patients (mean age 59.8 years, 27.8% female) with CAD

Patients with angiographic CAD 
were randomized to receive 
monthly evolocumab (420 mg) 
(n=484) or placebo (n=484) SQ 
for 76 weeks, in addition to 
statins

Locally weighted polynomial 
regression (LOESS) plot 
demonstrates a linear 
continuous relationship 
between achieved LDL-C level 
and PAV progression/ 
regression for levels of LDL-C 
ranging from 110 mg/dL 
to as low as 20 mg/dL

Abbreviations: CAD, coronary artery disease; GLAGOV, Global Assessment of Plaque Regression With a PCSK9 Antibody ;LDL-C, low-density lipoprotein 

cholesterol; SQ, subcutaneous.

Nicholls SJ. JAMA. 2016;316(22):2373-2384.
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HALF LIFE OF 
INTRACEREBRAL 
CHOLESTEROL IS 
APROXIMATELY 
5 YEARS.

THE BRAIN CAN 
CARE LESS ABOUT 
HEPATIC DERIVED 
LIPOPROTEINS.





















We now know that low LDL is safe. 
BUT, which are the patients that benefit the 
most from very low LDL lowering with non 

statin therapy??



























Conclusions
• With recently approved and forthcoming therapies targeting other 

aspects of LDL metabolism, it can be reduced to levels not achieved 
before (<< 40 mg/dL).

• Previous and recent trials with statin and non statin therapies has 
shown progressive relationship of achieved LDL and CV events, down 
to LDL-C < 20 mg/dL.

• Despite several concerns and short time period of recent trials there 
is no excess in safety events with very low achieved LDL-C < 20 mg/dL
and even much lower.

• Based on the data and NLA statement, we would advocate targeting 
an LDL-C < 40 mg/dL in extreme, very high and high risk secondary 
prevention patients, especially with the use of PCSK9 inhibitors.

• THE ONLY SIDE EFFECT OF HAVING A VERY LOW LDL IS LONGEVITY.



DON’T FEAR VERY LOW LDL, REMEMBER:












