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Cardiovascular disease is the major cause of death 

worldwide taking an estimated 17.9 million lives each 

year.1 Hyperlipidemia is a major modifiable risk factor 

for CVD. An estimated 16% of the normal population 

and 68% of the obese population of south Asians 

suffers from hyperlipidemia.2 The major form of 

hyperlipidemia in Pakistan is dyslipidemia that is 

characterized by abnormal amounts of triglycerides, 

cholesterol, phospholipids in blood. This is mostly 

because of diet and sedentary lifestyle. It may be an 

inherited disorder in individuals with heterozygous 

familial hypercholesterolemia.3 

Although lifestyle and dietary modification can 

significantly reduce the risk for hyperlipidemia a lot 

of drugs are being prescribed by doctors in people 

with established hyperlipidemia. Among the various 

classes of drugs, Statins are most commonly 

prescribed.4 Statins work by inhibiting the enzyme 

HMGCoA reductase enzyme. The reduction in 

cholesterol synthesis up regulates production of 

LDLR which increases clearance of LDL and its 

precursor IDL. Although generally well tolerated 

statins cause muscle pain in approximately 5% to 

10% of patients who take them. There is 

asymptomatic increase in creatine kinase, myositis 

and rhabdomyolysis. These side effects are most 

common in elderly, debilitated or receiving other 

drugs that interfere with statin degradation.5  

In this case a new agent Bempedoic acid (ETC-

1002) can be used by patients who cannot take 

statins. Bempedoic acid is a prodrug and is activated 

to thioester with coenzyme A by an enzyme in liver. 

It works by inhibiting enzyme ATP citrate lyase which 

is responsible for production of acetyl CoA an 

important substrate for lipogenesis and 

cholesterogenesis. Unlike statins it does not 

accumulate in muscles reducing the likelihood of 

muscle pain.6  

According to the studies conducted It reduced LDL 

cholesterol by about 20 mg/dl. In January 2020, 

the Committee for Medicinal Products for Human 

Use (CHMP) in the European Union recommended 

granting of a marketing authorization for bempedoic 

acid as both a standalone drug (Nilemdo) and as a 

combination drug with ezetimibe. In February 2020, 

bempedoic acid was approved for use in the United 

States. A fixed oral once daily dose combination of 

bempedoic acid and ezetimibe (Nexlizet) was 

cleared for patients with heterozygous familial 

hypercholesterolemia or established atherosclerotic 

cardiovascular disease.7 

  

Key points 

Statins & Bempedoic acid (ETC-1002) 

Statins ETC-1002 

Targets HMG-CoA reductase Targets ATP-Citrate Lyase 

Mechanism: Inhibit cholesterol 

biosynthesis 

Mechanism: Inhibit cholesterol biosynthesis 

Outcomes: LDL-C ↓    LDL-

Receptors ↑ 

Outcomes: LDL-C ↓    LDL-Receptors ↑ 

Active in various cells where statin 

exposure is achieved 

Active in cells expressing ACS required to convert 

 ETC-1002 into ETC-1002-CoA 
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Fig1.Mechanism of action of statins and Bempedoic 

acid (ETC-1002) in Hepatocyte. Esperion: 

Elucidating the Upcoming Clinical Binaries. Liver 

targeted, muscle-sparing drug.  

(Source: Seeking alpha.com) 
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