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lcosapent ethyl (Vascepa)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan type.
The Plan may delegate utilization management decisions of certain services to third parties who may
develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medlicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medlicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact
the Plan to confirm coverage.
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Summary
Icosapent ethyl (Vascepa), an ethyl ester of eicosapentaenoic acid (EPA), is an FDA-approved:
e As an adjunct to maximally tolerated statin therapy to reduce the risk of myocardial infarction,
stroke, coronary revascularization, and unstable angina requiring hospitalization in adult patients
with elevated triglyceride (TG) levels (= 150 mg/dL) and




o established cardiovascular disease; or

o diabetes mellitus and two (2) or more additional risk factors for cardiovascular disease
(e.g., men =55 years, women =65 years, cigarette smoker or stopped in the last 3
months, hypertension or on antihypertensives, HDL-C <40 for men and HDL-C <50 for
women, High-sensitivity C-reactive protein [Hs-CRP] >3.00 mg/L, renal impairment,
retinopathy, micro- or macro-albuminuria, ankle-brachial index [ABI] <0.9) .

e As an adjunct to diet to reduce TG levels in adult patients with severe (= 500 mg/dL)
hypertriglyceridemia.

The REDUCE-IT trial demonstrated a significant 25% reduction in major adverse cardiovascular events
(MACE) in those treated with icosapent ethyl (Vascepa) compared to placebo, in those with and without
diabetes. This landmark study forms the basis for its use in cardiovascular risk reduction. The 2023
AHA/ACC/ACCP/ASPC/NLA/PCNA Guideline and other expert consensus statements, including those
from the National Lipid Association (NLA) and the American Diabetes Association (ADA), recommend
icosapent ethyl for ASCVD risk reduction in high-risk individuals with elevated triglycerides, consistent
with the REDUCE-IT trial population. Members taking icosapent ethyl (Vascepa) should also adhere to
lifestyle modifications, including a lipid-lowering diet and regular exercise, as these remain foundational

components of cardiovascular risk reduction.

It is important to note that the cardiovascular benefits observed in the REDUCE-IT trial are specific to
icosapent ethyl (Vascepa) and should not be generalized to other omega-3 fatty acid preparations, such
as omega-3-acid ethyl esters (e.g., Lovaza) or dietary supplements containing a mixture of EPA and
docosahexaenoic acid (DHA). Unlike icosapent ethyl (Vascepa), DHA-containing products may increase
low-density lipoprotein cholesterol (LDL-C) levels, and no cardiovascular outcome benefits have been

demonstrated for these products.

The ACC/AHA guidelines should be reviewed for the most current recommendations. Please refer to the

ACC website at https://www.acc.org/guidelines for more information.

Definitions

"ASCVD" refers to atherosclerotic cardiovascular disease.

"Cardiovascular Disease (CVD)" refers to conditions affecting the heart and blood vessels, often

associated with atherosclerotic plaque buildup.

“Cholesterol” is a type of fat molecule that is essential for building cell membranes and producing

hormones, but high levels of cholesterol in the blood can increase the risk of cardiovascular disease.

“Documentation” refers to written information, including but not limited to:
e Up-to-date chart notes, relevant test results, and/or relevant imaging reports to support

diagnoses; or


https://www.acc.org/guidelines

e Prescription claims records, and/or prescription receipts to support prior trials of formulary

alternatives.

“High-intensity statin” is a statin with LDL-lowering capacity of 50% or greater.

"

“High-sensitvity C-reactive protein (Hs-CRP)"” refers to a blood test that measures C-reactive protein,

which is a marker of inflammation. It is commonly used to assess one’s cardiovascular risk.

"Hypertriglyceridemia" is a medical condition characterized by elevated triglyceride levels.

"

“Low-density lipoprotein cholesterol (LDL-C)” is a type of cholesterol that is often referred to as "bad"
cholesterol because high levels of LDL-C can increase the risk of cardiovascular disease. Statins and

other medications are often used to lower LDL-C levels.

"Lipids" are diverse types of fats found in the body. They are crucial for the body's synthesis of

hormones, vitamin D, and substances that aid digestion.

"Omega-3 Polyunsaturated Fatty Acids (PUFAs)" are a type of fat beneficial for heart health, found in

certain types of fish, algae, and supplements.
“[s]” indicates state mandates may apply.

“Statin" refers to medications that lower cholesterol levels in the blood, which are often prescribed to

prevent cardiovascular disease.

"Triglycerides" are a specific type of lipid present in the body.

Clinical Indications

Medical Necessity Criteria for Initial Clinical Review

Initial Indication-Specific Criteria

For the treatment of severe hypertriglyceridemia
The Plan considers jcosapent ethyl (Vascepa) medically necessary when ALL of the following criteria are

met for the applicable indication listed below:
1. The member is 18 years of age or older; AND
2. The member has documented diagnosis of severe hypertriglyceridemia with a pre-treatment
(baseline) triglyceride level of =500 mg/dL; AND

3. The member is unable to use, or has adequately tried and failed maximally tolerated statin OR
fibrate therapy;& AND



4. The member is unable to use, or has adequately tried and failed Omega-3-acid ethyl esters

(Lovaza) 4 g/day for a minimum of 3 months;* AND

5. The provider submits documentation or attestation that the member will continue a

lipid-lowering diet and exercise regimen; AND

6. Chart documentation and pre-treatment (baseline) laboratory test results are provided for review

to substantiate the above requirements.

disease

The Plan considers icosapent ethyl (Vascepa) medically necessary when ALL of the following criteria are

met for the applicable indication listed below:

1. The member is 18 years of age or older; AND

2. The member has documented pre-treatment (baseline) triglyceride level of =150 mg/dL; AND

3. The member is unable to use, has adequately tried and failed, or is currently on maximally
tolerated statin therapy;& AND
4. The member meets ONE (1) of the following:

a. Has established cardiovascular disease, defined as ONE (1) of the following:

Coronary artery disease (i.e., 250% coronary artery stenosis, prior myocardial
infarction, or hospitalization for high-risk non-ST-segment elevation acute
coronary syndrome); or

Cerebrovascular or carotid disease (i.e., prior ischemic stroke, angiography or
ultrasound showing =50% carotid arterial stenosis with symptomatic CAD OR
>70% carotid arterial stenosis with asymptomatic CAD, or history of carotid
revascularization); or

Peripheral arterial disease (i.e, ankle-brachial index <0.9 with symptoms of
intermittent claudication, or history of catheter-based or surgical aorto-iliac or
peripheral arterial intervention); OR

b. Has diabetes mellitus with TWO (2) or more additional risk factors for cardiovascular

disease defined below:

Vi.

Vii.

viii.

Men =55 years of age orwomen =65 years of age; and/or

Cigarette smoker or stopped smoking within the past 3 months; and/or
Hypertension (blood pressure [BP] =140 mmHg systolic OR =90 mmHg diastolic,
ortaking antihypertensive medication); and/or

HDL-C =40 mg/dL for men or <50 mg/dL for women; and/or

High-sensitivity C-reactive protein (Hs-CRP) level >3.00 mg/L (0.3 mg/dL);
and/or

Renal dysfunction: Creatinine clearance (CrCL) >30 and <60 mL/min; and/or
Retinopathy, maculopathy, advanced diabetic eye disease, or history of
photocoagulation; and/or

Microalbuminuria or macroalbuminuria; and/or



ix.  Ankle-brachial index <0.9 without symptoms of intermittent claudication
(members with ankle-brachial index <0.9 with intermittent claudication are
discussed under (a) above); AND
5. Chart documentation and pre-treatment (baseline) laboratory test results are provided for review
to substantiate the above requirements.

If the above prior authorization criteria is met, icosapent ethyl (Vascepa) will be approved for up to 12
months &

Continued Care

Medical Necessity Criteria for Subsequent Clinical Review

Subsequent Medical Necessity Criteria
The Plan considers icosapent ethyl (Vascepa) medically necessary when ALL of the following criteria are
met for the applicable indication listed below:

The member still meets the applicable Initial Indication-Specific Criteria, AND
2. The member has a documented therapeutic response to the requested therapy as shown by
recent laboratory test results (dated within the last 3 months) and clinical chart documentation
showing ONE (1) of the following:
a. Either a reduction in triglyceride (TG) levels since starting the requested medication; or
b. Achievement and maintenance of their triglyceride (TG) level goal, AND
3. The member adheres to the prescribed dosing regimen as evidenced by pharmacy claims

records.

If the above prior authorization criteria is met, icosapent ethyl (Vascepa) will be approved for up to 12
months 2

Experimental or Investigational / Not Medically Necessary!

Icosapent ethyl (Vascepa) for any other indication is considered not medically necessary by the Plan, as
this is deemed to be experimental, investigational, unproven, or not medically necessary. Non-covered
indications include, but are not limited to, the following:

e Treatment of moderate hypertriglyceridemia (fasting or nonfasting triglyceride concentrations of
175-499 mg/dL), in the absence of established ASCVD. Icosapent ethyl (Vascepa) has been only
shown to be effective in those with severe hypertriglyceridemia (triglyceride levels = 500 mg/dl)
or moderate hypertriglyceridemia in those with established ASCVD or at high risk for ASCVD.

e Use in members under 18 years of age. Icosapent ethyl (Vascepa) has not been studied in a

pediatric population.



Use as monotherapy without attempts at lifestyle modifications or without the presence of
underlying risk factors. Icosapent ethyl (Vascepa) was studied in those who were actively

receiving statin therapy and as an adjunct to a diet aimed at lowering triglyceride levels.

References

1.

10.

11.

12.

13.

Abdelhamid AS, Brown TJ, Brainard JS, et al. Omega-3 fatty acids for the primary and secondary
prevention of cardiovascular disease. Cochrane Database Syst Rev. 2018 Jul 18;7(7):CD003177.
doi: 10.1002/14651858.CD003177.pub3. Update in: Cochrane Database Syst Rev. 2018 Nov
30;11:CD003177. doi: 10.1002/14651858.CD003177.pubA4.

Aggarwal R, Bhatt DL, Steg PG, et al. Cardiovascular Outcomes With Icosapent Ethyl by Baseline
Low-Density Lipoprotein Cholesterol: A Secondary Analysis of the REDUCE-IT Randomized Trial.
J Am Heart Assoc. 2025 Mar 4;14(5):e038656. doi: 10.1161/JAHA.124.038656. Epub 2025 Feb
19.

" American College of Endocrinology Guidelines for the Management of Dyslipidemia and
Prevention of Cardiovascular Disease." Endocrine Practice, vol. 23, no. Supplement 2, 2017, pp.
S97-S115.

American Diabetes Association Professional Practice Committee; 10. Cardiovascular Disease and
Risk Management: Standards of Care in Diabetes—2025. Diabetes Care 1 January 2025; 48
(Supplement_1): S207-5238. https://doi.org/10.2337/dc25-5010

American Diabetes Association. "Cardiovascular Disease and Risk Management: Standards of
Medical Care in Diabetes - 2020." Diabetes Care, vol. 43, no. Supplement 1, 2020, pp.
S111-S134.

AstraZeneca. "Update on Phase Ill STRENGTH Trial for Epanova in Mixed Dyslipidaemia." 30
Jan. 2020, http://bit.ly/2TPWH1I5.

Ballantyne, C.M., et al. "Efficacy and Safety of Eicosapentaenoic Acid Ethyl Ester (AMR101)
Therapy in Statin-Treated Patients with Persistent High Triglycerides (from the ANCHOR Study)."
Am J Cardiol, vol. 110, 2012, p. 984.

Bays, H.E., et al. "Eicosapentaenoic Acid Ethyl Ester (AMR101) Therapy in Patients with Very
High Triglyceride Levels (from the Multi-Center, Placebo-Controlled, Randomized, Double-Blind,
12-Week Study with an Open-Label Extension [MARINE] Trial)." Am J Cardiol, vol. 108, 2011, p.
682.

Bhatt, DL, Steg PG, Miller M, et al. "Cardiovascular Risk Reduction with Icosapent Ethyl for
Hypertriglyceridemia.” N Engl J Med. 2019;vol. 380:11-22.

Bhatt, D.L., et al. "Effects of Icosapent Ethyl on Total Ischemic Events: From REDUCE-IT." Journal
of the American College of Cardiology, 22 Mar. 2019.

Budoff MJ, Bhatt DL, Kinninger A, et al. Effect of icosapent ethyl on progression of coronary
atherosclerosis in patients with elevated triglycerides on statin therapy: final results of the
EVAPORATE trial. Eur Heart J. 2020 Oct 21;41(40):3925-3932. doi: 10.1093/eurheartj/ehaab52.
PMID: 32860032; PMCID: PMC7654934.

Correa R. Highlights of the 2025 American Association of Clinical Endocrinology Clinical Practice
Guideline on Pharmacologic Management of Adults With Dyslipidemia. Endocr Pract. 2024 Dec
18:51530-891X(24)00831-0. doi: 10.1016/j.eprac.2024.11.006. Epub ahead of print.

Grundy SM, Stone NJ, Bailey AL, et al. 2018
AHA/ACC/AACVPR/AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA Guideline on the
Management of Blood Cholesterol: A Report of the American College of Cardiology/American
Heart Association Task Force on Clinical Practice Guidelines. J Am Coll Cardiol. 2019 Jun
25;73(24):e285-e350. doi: 10.1016/j.jacc.2018.11.003. Epub 2018 Nov 10. Erratum in: J Am Coll
Cardiol. 2019 Jun 25;73(24):3237-3241. doi: 10.1016/}.jacc.2019.05.013. Erratum in: J Am Coll
Cardiol. 2024 Oct 29,;84(18):1772. doi: 10.1016/].jacc.2024.09.026.



14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Jacobson, T.A,, et al. "Effects of Eicosapentaenoic Acid and Docosahexaenoic Acid on
Low-Density Lipoprotein Cholesterol and Other Lipids: A Review." J Clin Lipidol, vol. 6, 2012, p.
5.

Jain R, Stone JA, Agarwal G, et al. Canadian Cardiovascular Harmonized National Guideline
Endeavour (C-CHANGE) guideline for the prevention and management of cardiovascular disease
in primary care: 2022 update. CMAJ. 2022 Nov 7;194(43):E1460-E1480. doi:
10.1503/cmaj.220138. Epub 2022 Nov 6. Erratum in: CMAJ. 2022 Dec 19;194(49):E1694. doi:
10.1503/cmaj.221674.

Kolber MR, Klarenbach S, Cauchon M, et al. PEER simplified lipid guideline 2023 update:
Prevention and management of cardiovascular disease in primary care. Can Fam Physician. 2023
Oct;69(10):675-686. doi: 10.46747/cfp.6910675.

Lovaza (Omega-3-Acid Ethyl Esters) [Prescribing Information]. Woodward Pharma Services LLC,
2021.

Majithia A, Bhatt DL, Friedman AN, et al. Benefits of Icosapent Ethyl Across the Range of Kidney
Function in Patients With Established Cardiovascular Disease or Diabetes: REDUCE-IT RENAL.
Circulation. 2021 Nov 30;144(22):1750-1759. doi: 10.1161/CIRCULATIONAHA.121.055560.

Epub 2021 Oct 28.

Marston NA, Giugliano RP, Im K, et al. Association Between Triglyceride Lowering and Reduction
of Cardiovascular Risk Across Multiple Lipid-Lowering Therapeutic Classes: A Systematic Review
and Meta-Regression Analysis of Randomized Controlled Trials. Circulation. 2019 Oct
15;140(16):1308-1317. doi: 10.1161/CIRCULATIONAHA.119.041998. Epub 2019 Sep 18.
Mason, Preston R. "New Insights into Mechanisms of Action for Omega-3 Fatty Acids in
Atherothrombotic Cardiovascular Disease." Curr Atheroscler Rep, vol. 21, no. 2, 2019, doi:
10.1007/s11883-019-0762-1.

Miller M, Bhatt DL, Steg PG, et al. Potential effects of icosapent ethyl on cardiovascular
outcomes in cigarette smokers: REDUCE-IT smoking. Eur Heart J Cardiovasc Pharmacother. 2023
Feb 2;9(2):129-137. doi: 10.1093/ehjcvp/pvac045.

O'Malley PG, Arnold MJ, Kelley C, et al. Management of Dyslipidemia for Cardiovascular
Disease Risk Reduction: Synopsis of the 2020 Updated U.S. Department of Veterans Affairs and
U.S. Department of Defense Clinical Practice Guideline. Ann Intern Med. 2020 Nov
17;173(10):822-829. doi: 10.7326/M20-4648. Epub 2020 Sep 22. PMID: 32956597.

Orringer CE, Jacobson TA, Maki KC. National Lipid Association Scientific Statement on the use
of icosapent ethyl in statin-treated patients with elevated triglycerides and high or very-high
ASCVD risk. J Clin Lipidol. 2019 Nov-Dec;13(6):860-872. doi: 10.1016/j.jacl.2019.10.014. Epub
2019 Nov 2. PMID: 31787586.

Patel SB, Belalcazar LM, Afreen S, et al. American Association of Clinical Endocrinology
Consensus Statement: Algorithm for Management of Adults with Dyslipidemia - 2025 Update.
Endocr Pract. 2025 Oct;31(10):1207-1238. doi: 10.1016/j.eprac.2025.07.014. Epub 2025 Sep 12.
Pearson GJ, Thanassoulis G, Anderson TJ, et al,. 2021 Canadian Cardiovascular Society
Guidelines for the Management of Dyslipidemia for the Prevention of Cardiovascular Disease in
Adults. Can J Cardiol. 2021 Aug;37(8):1129-1150. doi: 10.1016/j.cjca.2021.03.016. Epub 2021
Mar 26.

Rosenzweig JL, Bakris GL, Berglund LF, et al. Primary Prevention of ASCVD and T2DM in Patients
at Metabolic Risk: An Endocrine Society* Clinical Practice Guideline. J Clin Endocrinol Metab.
2019 Sep 1;104(9):3939-3985. doi: 10.1210/jc.2019-01338. Erratum in: J Clin Endocrinol Metab.
2026 Jan 21;111(2):e650. doi: 10.1210/clinem/dgaf647.

US Preventive Services Task Force. Statin use for the primary prevention of cardiovascular
disease in adults. US Preventive Services Task Force recommendation statement. JAMA 2022;
328:746.

Vascepa (icosapent ethyl) [prescribing information]. Bridgewater, NJ: Amarin Pharma Inc;
September 2021.

Vascepa (Omega-3-Acid Ethyl Esters) [Prescribing Information]. Amarin Pharma Inc, 2019.



30. Verma S, Bhatt DL, Steg PG, et al. Icosapent Ethyl Reduces Ischemic Events in Patients With a
History of Previous Coronary Artery Bypass Grafting: REDUCE-IT CABG. Circulation. 2021 Dec
7;144(23):1845-1855. doi: 10.1161/CIRCULATIONAHA.121.056290. Epub 2021 Oct 28.

31. Virani SS, Morris PB, Agarwala A, et al. 2021 ACC expert consensus decision pathway on the
management of ASCVD risk reduction in patients with persistent hypertriglyceridemia: a report
of the American College of Cardiology Solution Set Oversight Committee. J Am Coll Cardiol
2021,78:960-93.

32. Virani SS, Newby LK, Arnold SV, et al; Peer Review Committee Members. 2023
AHA/ACC/ACCP/ASPC/NLA/PCNA Guideline for the Management of Patients With Chronic
Coronary Disease: A Report of the American Heart Association/American College of Cardiology
Joint Committee on Clinical Practice Guidelines. Circulation. 2023 Aug 29;148(9):e9-e119. doi:
10.1161/CIR.0000000000001168. Epub 2023 Jul 20. Erratum in: Circulation. 2023 Sep
26;148(13):e148. doi: 10.1161/CIR.0000000000001183. Erratum in: Circulation. 2023 Dec
5;148(23):e186. doi: 10.1161/CIR.0000000000001195. PMID: 37471501.

33. Wu, H., Xu, L., & Ballantyne, C. M. (2020). Dietary and pharmacological fatty acids and
cardiovascular health. The Journal of Clinical Endocrinology & Metabolism, 105, 1030-1045.

34. Yokoyama, M., et al. "Effects of Eicosapentaenoic Acid on Major Coronary Events in
Hypercholesterolaemic Patients (JELIS): A Randomised Open-Label, Blinded Endpoint Analysis."
Lancet, vol. 369, 2007, p. 1090.

Clinical Guideline Revision / History Information

Original Date:
Reviewed/Revised: 08/03/2026




	Icosapent ethyl (Vascepa) 
	Summary 
	Definitions 
	Clinical Indications  
	Medical Necessity Criteria for Initial Clinical Review  
	Initial Indication-Specific Criteria 
	For the treatment of severe hypertriglyceridemia 
	For cardiovascular risk reduction in established cardiovascular disease or high risk for cardiovascular disease 


	Medical Necessity Criteria for Subsequent Clinical Review 
	Experimental or Investigational / Not Medically Necessary[s] 

	References 
	Clinical Guideline Revision / History Information 


