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The following succinct analysis appeared in Pharmacist’s Letter. Based on vol. 35. No. 1 

DYSLIPIDEMIA 
You’ll hear cautious optimism about cardiovascular benefits with the Rx omega-3 fatty acid, Vascepa 
(icosapent ethyl)...and see a flood of ads. 

Vascepa is a form of EPA (eicosapentaenoic acid).  Other Rx omega-3s (Lovaza) or fish oil supplements 
have EPA and DHA (docosahexaenoic acid). 

New evidence suggests Vascepa 2 g BID may prevent a CV event in about one in 21 high-CV-risk patients 
over 5 years compared to placebo.  This is in patients with elevated triglycerides of about 215 mg/dL 
despite statins...and CV disease OR diabetes plus other CV risks (high BP, etc). 

But prior studies with LOWER omega-3 doses of about 1 g/day are conflicting...or suggest only slight benefit 
in some CV patients. 

Don’t be too quick to jump on the Vascepa bandwagon.  Point out that researchers are scratching their 
heads about this new evidence. 

Vascepa only modestly lowers triglycerides...so this doesn’t explain its CV benefit.  And there’s still no proof 
that using fish oil, fibrates, or niacin specifically to lower triglycerides improves CV outcomes. 

Some question whether Vascepa’s results are inflated...since the study’s mineral oil placebo may reduce 
statin absorption. 

Plus Vascepa seems to lead to atrial fib in about one in 71 patients.  It might also increase bleeding...and 
costs about $275/month. 

Save Vascepa for patients with elevated triglycerides and CV disease or diabetes plus other CV 
risks...AFTER a statin and lifestyle changes. 

Don’t extrapolate Vascepa’s benefits to other omega-3s.  Stay tuned for a study in a year or so to help 
define their role.  For now, point out it’s not practical to get this high EPA dose from Lovaza or supplements.  

If lower-CV-risk patients want to use fish oil, explain it’s okay to try about 1 g/day of USP Verified omega-
3s...but CV benefit isn’t likely.   

Emphasize other measures to decrease CV risk, such as a healthy diet with at least two 3.5 oz servings/week 
of fatty fish (salmon, tuna, etc). 

See our chart, Omega-3s: Fish Oil and More, for guidance.  Use our patient handout, Fish Oil and Other 
Omega-3s, to clarify the options. 

(For more on this topic, see Clinical Resource #340903 at PharmacistsLetter.com.) 

Primary Reference – Bhatt DL, Steg PG, Miller M, et al.  Cardiovascular risk reduction with icosapent ethyl for 
hypertriglyceridemia. N Engl J Med 2018 Nov 10.  doi:  10.1056/NEJMoa1812792.    

https://pharmacist.therapeuticresearch.com/Home/PL
https://www.ncbi.nlm.nih.gov/pubmed?term=30415628
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DISCUSSION QUESTIONS 
OVERVIEW OF CURRENT THERAPY 

1. What is known about omega-3 fatty acids and their impact on cardiovascular (CV) risk?  

ANALYSIS OF NEW STUDY 

2. What type of study was this? How were the patients selected for inclusion?

3. How were the trial groups defined? 

4. How were the outcomes evaluated?   

5. What were the outcomes of this trial? 

Proprietary & ConfidentialTRC HEALTHCARE     3120 W. MARCH LANE     STOCKTON, CA 95219     (209) 472 2240     TRCHEALTHCARE.COM
© 2019 Therapeutic Research Center (TRC) All Rights Reserved. TRC™ and associated TRC product marks 
included in this document ™ are trademarks of Therapeutic Research Center.

JOURNAL CLUB

PAGE.5

LEADER NOTES 

PL Journal Club
January 2019

study power (the ability to detect a statistically significant difference when one exists).  
When composite endpoints are utilized, it is important to consider whether the individual 
endpoints are of similar importance.  In addition, it is also important to consider if one of 
the individual endpoints is “driving” the significant difference.  For example, adding 
rivaroxaban 2.5 mg BID to aspirin improved the individual components of CV death and 
stroke, but not MI.  
This study was event-driven, meaning that once the number of events occurred that 
were needed to meet study power criteria (2,200), the study would be stopped.  
However, two interim efficacy analyses were planned, and the study was stopped early 
at the first interim efficacy analysis after approximately 1,100 events had occurred 
(mean follow up 23 months) based on the findings in favor of rivaroxaban plus aspirin.   
Of note, studies that are stopped early may overestimate the treatment effect.  
Additionally, at the time the study was stopped, the group of patients receiving 
rivaroxaban alone was not found to have improved outcomes versus aspirin alone.  
Data were analyzed via the intention-to-treat method.  Intention-to-treat, where 
patients are analyzed in the group to which they were randomized whether or not they 
adhere to treatment, provides a more conservative estimate of treatment effectiveness.  
It is the preferred method of analysis for superiority studies.
Investigators appropriately controlled for multiple comparisons using the Hochberg test.  
This is important, as multiple comparisons increase the risk of type 1 error, or finding a 
significant difference due to chance alone.
The enormous size of this study is an important consideration. That’s because large 
studies often have significant power to detect very small statistically significant 
differences that may not be clinically important, especially when weighing treatment 
risks.  In this case, the absolute risk reduction with adding rivaroxaban 2.5 mg BID to 

likely to benefit from the addition of rivaroxaban.  Plus, the possibility of benefit is almost 
identical to the 1.2% absolute risk of major bleeding with the addition of rivaroxaban 

the 
North American subgroup, there was no significant improvement in the primary CV 
outcome when rivaroxaban was added to aspirin.  This was also the case for the 
subgroups of patients from South America and Western Europe.  Only the subgroups of 
patients from Eastern Europe and Asia-Pacific were found to benefit.
The doses of aspirin (100 mg) and rivaroxaban (2.5 mg or 5 mg) used in this study are not 
available in the U.S.  Further, the strengths of rivaroxaban available in the U.S. (10, 15, 
and 20 mg) should not be cut.
The current study is unable to describe the impact of PPIs on bleeding risk, as that study 
is ongoing.  Regardless of this impact, this raises further questions about whether adding 
additional medications to limit the side effects of a treatment with marginal benefit is 
worth it, especially since we know that PPIs are associated with risks such as C. difficile, 
pneumonia, fractures, etc.
Results of this study should not be generalized beyond the patients included in this study.  
For example, there were very few black patients (1% or less in each study group) 
included, and patients at high bleeding risk or with severe heart failure were excluded. 



TRC HEALTHCARE 3120 W. MARCH LANE STOCKTON, CA 95219     (209) 472 2240 TRCHEALTHCARE.COM
© 2019 Therapeutic Research Center (TRC) All Rights Reserved. TRC™ and associated TRC product marks 
included in this document ™ are trademarks of Therapeutic Research Center.

JOURNAL CLUB

See LEADER NOTES for answers to discussion questions.

PL Journal Club
January 2019

PAGE.3

6. What were the strengths and weaknesses of this trial?

7. Were the results expressed in terms we care about and can use?

HOW SHOULD THE NEW FINDINGS CHANGE CURRENT THERAPY?

8. Do the results change your practice?  How?

APPLY THE NEW FINDINGS TO THE FOLLOWING CASE 

JW is a 52-year-old African American male with a past medical history significant for 
hypertension, an MI and stent placement about six years ago, and prediabetes. He 
presents to clinic today for a hospital discharge follow up for chest pain. He was admitted 
to the hospital and had a cardiac catherization. The catherization revealed diffuse 
coronary artery disease (CAD) and a patent stent in his right coronary artery, but no new 
stent was necessary. Due to widespread CAD, the cardiologist recommended medical
management. JW and his wife are following up with you today to discuss how to best 
medically manage his CAD and follow up on lab results from his hospitalization. He does 
report a family history of “heart disease” with his mom passing away at 62 from an MI and 
his brother having a triple bypass when he was 55. He's a non-smoker. His current
medications include lisinopril 20 mg and a daily multivitamin. The cardiologist suggested he
take aspirin 81 mg daily and recommended a statin medication but JW’s wife wanted to 
discuss with you first and find out about any side effects. He was prescribed a statin after his 
stent placement six years ago, but didn’t ever take it. 

Vitals today include BP 137/71, pulse 68, oxygen saturation 98%, and body mass index 24.6.
Review of labs from the hospital showed a normal electrolytes and renal function, HgbA1C 

Proprietary & ConfidentialTRC HEALTHCARE 3120 W. MARCH LANE STOCKTON, CA 95219 (209) 472 2240 TRCHEALTHCARE.COM
© 2019 Therapeutic Research Center (TRC) All Rights Reserved. TRC™ and associated TRC product marks
included in this document ™ are trademarks of Therapeutic Research Center.

JOURNAL CLUB

PAGE.9

LEADER NOTES

PL Journal Club
January 2019

REFERENCES
American Heart Association. Fish and omega-3 fatty acids. October 6, 2016.
http://www.heart.org/HEARTORG/GettingHealthy/NutritionCenter/HealthyDietGoals/Fish-and-Omega-3-Fatty-
Acids_UCM_303248_Article.jsp.

ASCEND Study Collaborative Group. Effects of n-3 fatty acid supplements in diabetes mellitus. N Engl J Med
2018;379:1540-50.

Bhatt DL, Steg PG, Miller M, et al. Cardiovascular risk reduction with icosapent ethyl for hypertriglyceridemia. N Engl J
Med 2018 Nov 10. doi: 10.1056/NEJMoa1812792.

Manson JE, Cook NR, Lee IM, et al. Marine n-3 fatty acids and prevention of cardiovascular disease and cancer. N Engl
J Med 2018 Nov 10. doi: 10.1056/NEJMoa1811403.

Rizos EC, Ntzani EE, Bika E, et al. Association between omega-3 fatty acid supplementation and risk of major
cardiovascular disease events: a systematic review and meta-analysis. JAMA 2012;308:1024-33.

Siscovick DS, Barringer TA, Fretts AM, et al. Omega-3 polyunsaturated fatty acid (fish oil) supplementation and the
prevention of clinical cardiovascular disease: a science advisory from the American Heart Association. Circulation
2017;135:e867-e884.

Tavazzi L, Maggioni AP, Marchioli R, et al. Effect of n-3 polyunsaturated fatty acids in patients with chronic heart failure
(the GISSI-HF trial): a randomised, double-blind, placebo-controlled trial. Lancet 2008;372:1223-30.

Yokoyama M, Origasa H, Matsuzaki M, et al. Effects of eicosapentaenoic acid on major coronary events in
hypercholesterolaemic patients (JELIS): a randomized open-label, blinded endpoint analysis. Lancet 2007;369:1090-8.

Additional Pharmacist’s Letter Resources available at PharmacistsLetter.com
Chart, Omega-3s: Fish Oil and More. Pharmacist’s Letter/Prescriber’s Letter. February 2019.
Chart, Lipid Treatment FAQs. Pharmacist’s Letter/Prescriber’s Letter. February 2019.
Chart, 2018 ACC/AHA Cholesterol Guidelines. Pharmacist’s Letter/Prescriber’s Letter. February 2019.
Chart, Non-Statin Lipid-Lowering Agents. Pharmacist’s Letter/Prescriber’s Letter. September 2018.
Chart, Common Cardiovascular Risk Calculators. Pharmacist’s Letter/Prescriber’s Letter. September 2018.
Chart, Optimizing Care of Patients with Coronary Artery Disease. Pharmacist’s Letter/Prescriber’s Letter.
February 2018.
Patient Education Handout. What You Should Know About Statins. Pharmacist’s Letter/Prescriber’s Letter.
November 2017.
Patient Education Handout. Fish Oil and Other Omega-3 Fatty Acids. Pharmacist’s Letter/Prescriber’s
Letter. May 2017.

PL Journal Club Editors:
Lori Dickerson, PharmD, FCCP, Editor; Jennifer Nieman, PharmD, BCPS, Associate Editor; Lisa D. Mims, MD, Department of Family
Medicine, Medical Univ of South Carolina, Charleston, SC; Heather A. Pace, PharmD, Drug Information Center, Univ of Missouri,
Kansas City, MO; Maribeth Porter, MD, Department of Community Health and Family Medicine, Univ of Florida, Gainesville, FL,
Contributing Editors.

DISCLOSURE:
The editors of this activity and its publisher, Therapeutic Research Center (TRC), have no relevant financial interests related to the
products or services covered by this activity. TRC does not receive any commercial support and does not accept any
advertising. It is completely independent and is supported entirely by subscriptions. TRC focuses on delivering completely
objective, unbiased drug information and advice for the benefit of subscribers.



TRC HEALTHCARE     3120 W. MARCH LANE     STOCKTON, CA 95219     (209) 472 2240     TRCHEALTHCARE.COM 
© 2019 Therapeutic Research Center (TRC) All Rights Reserved. TRC™ and associated TRC product marks  
included in this document ™ are trademarks of Therapeutic Research Center. 

JOURNAL CLUB 

See LEADER NOTES for answers to discussion questions.

PL Journal Club 
January 2019

PAGE.4 

6.1, a normal complete blood count, and lipid panel with: total cholesterol 257, triglycerides 
325, LDL 156, and HDL 36. 

9. What is JW’s atherosclerotic cardiovascular disease (ASCVD) risk? Based on his risk, 
what recommendations would you suggest? 

10. What are some side effects of statins you can discuss with JW and his wife?

JW starts taking atorvastatin 80 mg daily. Repeat lipids in three months reveal: total 
cholesterol 187, triglycerides 207, LDL 113, and HDL 47. You reinforce adherence, review 
lifestyle changes, have JW and his wife meet with the dietician, and encourage physical 
activity for at least 30 minutes most days of the week.  Three months later, they return and 
JW’s lipid panel is total cholesterol 180, triglycerides 198, LDL 92, and HDL 48. 

11. Should you consider medication changes at this time?

JW is back for another three month follow-up. He reports compliance with atorvastatin 
80mg and ezetimibe 10mg daily. He also been working very hard on his diet and 
getting exercise five days a week. Today his repeat lipids are: total cholesterol 140, 
triglycerides 120, LDL 68, and HDL 48. He and his wife are both excited and want to 
know whether he should also start taking fish oil since someone at the health food store 
suggested it. 

12. Should you recommend fish oil for JW?
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You explain that a one-time test is recommended for all patients born between 1945 and 
1965, since they’re at higher risk of hepatitis C.  J.B. agrees that he would like to be tested.

J.B.’s lab work returns positive for HCV.  You call J.B. to let him know about his results, explain 
the need for additional studies, and ask him to make an appointment with you one week 
following his next bloodwork to go over everything.

10. What additional studies are warranted for J.B. at this time?

J.B.’s genotype reveals type 1a with a viral load of 179,652 IU/L.  His liver function and 
coagulation tests are all normal.  However, the stage of his liver disease is pending.  

J.B. returns for his follow-up visit to discuss his diagnosis of hepatitis C.  He has been 
researching his diagnosis and is excited about the possibility of a cure with one of the new 
medications.   He is particularly interested in Mavyret (glecaprevir/pibrentasvir) due to the 
eight-week treatment duration instead of the typical 12 weeks with other treatments, and 
would like to hear your insight on this treatment option. 

11. What counseling do you provide J.B.?  What should you consider regarding J.B.’s current 
medications prior to initiating this treatment?

You advise J.B. about the dosing and administration of Mavyret, and discuss that you will 
know more about the duration of treatment once the results of his liver staging return.  
However, you bring up that a prior authorization approval from his prescription drug plan will 
likely be required before he can get started on treatment, and that it will need to be 
obtained from a specialty pharmacy.

You also discuss that Mavyret may increase the blood level of all statin cholesterol 
medications, increasing the risk for myopathy.  Because it’s recommended to avoid 
simvastatin with Mavyret, you suggest switching J.B. to rosuvastatin 10 mg/day, which is the 
highest dose recommended in combination with Mavyret.
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