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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 omega3s...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.
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study power (the ability to detect a statistically significant difference when one exists).
DISCUSSION
QUESTIONS
When composite endpoints are utilized, it is important to consider whether the individual
endpointsOF
areCURRENT
of similar importance.
OVERVIEW
THERAPY In addition, it is also important to consider if one of

the individual endpoints is “driving” the significant difference. For example, adding
rivaroxaban
2.5about
mg BID
to aspirin
improved
thetheir
individual
components
of CV death
and
1. What
is known
omega-3
fatty
acids and
impact
on cardiovascular
(CV) risk?
stroke, but not MI.
x 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
ANALYSIS
OF NEW
STUDY
rivaroxaban alone was not found to have improved outcomes versus aspirin alone.
x Data were analyzed via the intention-to-treat method. Intention-to-treat, where
2. What type of study was this? How were the patients selected for inclusion?
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.
x 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.
x 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
3. How were the trial groups defined?
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
DVSLULQZDVZLWKDQ117RI§,QRWKHUZRUGVPRUHWKDQRISDWLHQWVDUHQ·W
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
11+§ 
x )XUWKHU§RIWKHSDWLHQWVLQFOXGHGLQWKHVWXG\ZHUHIURP1RUWK$PHULFD,Qthe
American
subgroup,
there was no significant improvement in the primary CV
4. North
How were
the outcomes
evaluated?
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.
x 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.
x The current study is unable to describe the impact of PPIs on bleeding risk, as that study
ongoing.
Regardless
of of
thisthis
impact,
5. is
What
were the
outcomes
trial? 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.
x 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.
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6. What were the strengths and weaknesses of this trial?
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How?
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to theLetter.
hospital
May and
2017. 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
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You explain that a one-time test is recommended for all patients born between 1945 and
6.1, a normal complete blood count, and lipid panel with: total cholesterol 257, triglycerides
1965, since they’re at higher risk of hepatitis C. J.B. agrees that he would like to be tested.
325, LDL 156, and HDL 36.
J.B.’s
lab is
work
positive forcardiovascular
HCV. You calldisease
J.B. to let
him know
about
hison
results,
explain
9. What
JW’sreturns
atherosclerotic
(ASCVD)
risk?
Based
his risk,
the what
needrecommendations
for additional studies,
and
asksuggest?
him to make an appointment with you one week
would
you
following his next bloodwork to go over everything.
10. What additional studies are warranted for J.B. at this time?

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

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
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most
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option.Three months later, they return and
JW’s lipid panel is total cholesterol 180, triglycerides 198, LDL 92, and HDL 48.
11. What counseling do you provide J.B.? What should you consider regarding J.B.’s current
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medication
changes at this time?
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prior to initiating
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JW is back for another three month follow-up. He reports compliance with atorvastatin
You
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J.B. about the
dosing
and
of Mavyret,
and on
discuss
thatand
you will
80mg
and ezetimibe
10mg
daily.
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getting exercise five days a week. Today his repeat lipids are: total cholesterol 140,
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You
also discuss
that Mavyret fish
mayoilincrease
you recommend
for JW? the blood level of all statin cholesterol
12. Should
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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