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METHODS OF REDUCING THE NEED FOR PERIPHERAL 

ARTERIAL REVASCULARIZATION IN A STATIN-

TREATED SUBJECT  

PRIORITY CLAIM 

[0001] This application claims priority to U.S. Provisional Application No. 

62/719,404 filed on August 17, 2018 the entire contents of which is incorporated herein 

by reference and relied upon. 

BACKGROUND 

[0002] Cardiovascular disease is one of the leading causes of death in the United 

States and most European countries.  It is estimated that over 70 million people in the 

United States alone suffer from a cardiovascular disease or disorder including but not 

limited to high blood pressure, coronary heart disease, dyslipidemia, congestive heart 

failure and stroke.   

[0003] Peripheral arterial disease is associated with cardiovascular morbidity and 

mortality.  In Europe, more than 40 million people have peripheral arterial disease, and 

more than 200 million people have peripheral arterial disease worldwide.  In the United 

States, at least 6.8 million people have peripheral arterial disease, with more than 

13,000 deaths in 2015 and more than 100,000 people discharged a hospital in 2015.  A 

better understanding of the prevalence, health burden, health care costs, and resource 

utilization associated with peripheral arterial disease is needed.  

[0004] Lovaza®, a lipid regulating agent, is indicated as an adjunct to diet to 

reduce triglyceride levels in adult patients with very high triglyceride levels.  

Unfortunately, Lovaza® can significantly increase LDL-C and/or non-HDL-C levels in 

some patients.  A need exists for improved treatments for cardiovascular diseases and 

disorders. 

SUMMARY 

[0004a] In one aspect, the present disclosure refers to use of a pharmaceutical 

composition comprising 1 g to 4 g of eicosapentaenoic acid ethyl ester in the 

manufacture of a medicament for reducing a need for peripheral arterial 
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revascularization in a statin-treated subject, wherein: (a) the statin-treated subject has 

been identified as having a fasting baseline triglyceride level of at least 150 mg/dL, and 

(b) the composition is to be administered to the statin-treated subject per day for a 

period sufficient to reduce the need for peripheral arterial revascularization. 

[0004b] In one example, the present disclosure refers to a method of determining 

whether a subject is in need of peripheral arterial revascularization, the method 

comprising: (a) identifying the subject as being on a statin therapy; (b) measuring a 

fasting baseline triglyceride level of the subject; and (c) determining the need for 

peripheral arterial revascularization if the subject has a fasting baseline triglyceride level 

of at least about 150 mg/dL. 

[0004c] In one example, there is described use of a pharmaceutical composition in 

the manufacture of a medicament for treating a subject at risk for peripheral arterial 

revascularization, wherein the pharmaceutical composition is to be administered to the 

subject, wherein the subject has been determined to be at risk for peripheral arterial 

revascularization by measuring a fasting baseline triglyceride level of the subject, and 

wherein the subject has a fasting baseline triglyceride level of at least about 150 mg/dL. 

[0005] In some examples, the present disclosure provides methods of reducing a 

need for peripheral arterial revascularization in a statin-treated subject, the method 

comprising: (a) identifying a statin-treated subject as having a fasting baseline 
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triglyceride level of at least about 150 mg/dL, and (b) administering to the statin-treated 

subject a pharmaceutical composition comprising about 1 g to about 4 g of 

eicosapentaenoic acid ethyl ester per day. 

[0006] In other examples, the present disclosure provides methods of diagnosing 

a subject having a need for peripheral arterial revascularization, the method comprising:  

(a) identifying the subject as being on a statin therapy; (b) measuring a fasting baseline 

triglyceride level of the subject; and (c) determining the need for peripheral arterial 

revascularization if the subject has a fasting baseline triglyceride level of at least about 

150 mg/dL. 

[0007] In yet other examples, the present disclosure provides methods of treating 

a subject at risk for peripheral arterial revascularization, comprising administering to the 

subject a pharmaceutical composition, wherein the subject has been determined to be 

at risk for peripheral arterial revascularization by measuring a fasting baseline 

triglyceride level of the subject, and wherein the subject has a fasting baseline 

triglyceride level of at least about 150 mg/dL. 

[0008] In some examples, the subject exhibits a reduction in a risk for 

cardiovascular death, coronary revascularization, unstable angina, stroke, and/or 

myocardial infarction. 

[0009] In some examples, the composition is administered to the statin-treated 

subject in 1 to 4 dosage units per day. 

[0010] In some examples, the eicosapentaenoic acid ethyl ester comprises at least 

about 96 wt.% of all omega-3 fatty acids in the pharmaceutical composition. 

[0011] In some examples, the statin-treated subject has one or more of:  a baseline 

non-HDL-C value of about 200 mg/dL to about 300 mg/dL; a baseline total cholesterol 

value of about 250 mg/dL to about 300 mg/dL; a baseline VLDL-C value of about 140 

mg/dL to about 200 mg/dL; a baseline HDL-C value of about 10 to about 30 mg/dL; 

and/or a baseline LDL-C value of about 40 to about 100 mg/dL. 

[0012] In some examples, the subject is on a statin therapy.  In some examples, 

the statin-treated subject is on a stable statin therapy.  In some examples, the statin 

therapy comprises administering to the statin-treated subject a statin and optionally 

ezetimibe. 



-3-

[0013] In some examples, the methods further comprise identifying the statin-

treated subject as having LDL-control. 

[0014] In some examples, the statin-treated subject has a fasting baseline 

triglyceride level of about 200 mg/dL to about 499 mg/dL.  In other examples, the statin-

treated subject has a fasting baseline triglyceride levels of about 500 mg/dL to about 

1500 mg/dL. 

[0015] In some examples, the subject has been identified at least about 5 years 

from receiving a least one claim for the statin therapy. 

[0016] In some examples, the pharmaceutical composition comprises about 1 g to 

about 4 g of eicosapentaenoic acid ethyl ester. 

[0017] In some examples, the methods further comprise performing a peripheral 

arterial revascularization. 

[0018] These and other examples of the present disclosure will be disclosed in 

further detail herein below.  

BRIEF DESCRIPTION OF THE DRAWINGS 

[0019] Figure 1 is a schematic of the study design according to an embodiment of 

the present disclosure. 

[0020] Figure 2 is a schematic showing disposition of patients according to an 

embodiment of the present disclosure.  

[0021] Figures 3A and 3B are representative Kaplan-Meier event curves for the 

cumulative incidence of the primary composite endpoints.  Figures 3A and 3B indicate a 

25% relative risk reduction for the primary composite endpoint over the course of 5 years. 

[0022] Figure 4 is a representative forest plot of individual components of primary 

endpoints analyzed as time to first event of each individual endpoint and indicates that each 

component, individually, was reduced. 

[0023] Figures 5A and 5B are representative Kaplan-Meier event curves for the 

cumulative incidence of the key secondary composite endpoints.  Figures 5A and 5B 

indicate that there was a 26% RRR for the key secondary composite endpoint over the 

course of 5 years. 
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CLAIMS 

What is claimed is:

1. Use of a pharmaceutical composition comprising 1 g to 4 g of 

eicosapentaenoic acid ethyl ester in the manufacture of a medicament for reducing a 

need for peripheral arterial revascularization in a statin-treated subject, wherein:  

(a) the statin-treated subject has been identified as having a fasting baseline 

triglyceride level of at least 150 mg/dL, and 

(b) the composition is to be administered to the statin-treated subject per day 

for a period sufficient to reduce the need for peripheral arterial 

revascularization.  

2. The use of claim 1, wherein the composition is to be administered to the 

statin-treated subject in 1 to 4 dosage units per day.  

3. The use of claim 1 or claim 2, wherein the eicosapentaenoic acid ethyl 

ester comprises at least 96 wt.% of all omega-3 fatty acids in the pharmaceutical 

composition. 

4. The use as in any one of the preceding claims, wherein the statin-treated 

subject has one or more of: a baseline non-HDL-C value of 200 mg/dL to  300 mg/dL; 

a baseline total cholesterol value of 250 mg/dL to 300 mg/dL; a baseline VLDL-C value 

of 140 mg/dL to 200 mg/dL; a baseline HDL-C value of 10 to 30 mg/dL; and/or a baseline 

LDL-C value of 40 to 100 mg/dL. 

5. The use as in any one of the preceding claims, wherein the statin-treated 

subject is on a stable statin therapy. 

6. The use of claim 5, wherein the statin therapy comprises a statin and 

optionally, ezetimibe, to be administered to the statin-treated subject. 
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7. The use as in any one of the preceding claims, further comprising 

identifying the statin-treated subject as having no clinical adverse changes in LDL levels 

during therapy. 

8. The use as in any one of the preceding claims, wherein the statin-treated 

subject has a fasting baseline triglyceride level of 200 mg/dL to 499 mg/dL. 

9. The use as in any one of claims 1 to 7, wherein the statin-treated subject 

has a fasting baseline triglyceride level of 500 mg/dL to 1500 mg/dL. 

10. The use as in any one of claims 1 to 7, wherein the subject exhibits a 

reduction in a risk for cardiovascular death, coronary revascularization, unstable 

angina, stroke, and/or myocardial infarction.  


