NEW
CV OUTCOMES
DATA

RESULTS FROM THE
VASCEPA (icosapent ethyl)
CV OUTCOMES TRIAL
(REDUCE-IT )
®

™

All REDUCE-IT results from Bhatt DL, Steg PG, Miller M, et al.
Cardiovascular Risk Reduction with Icosapent Ethyl for
Hypertriglyceridemia. The New England Journal of Medicine.
Published online November 10, 2018. doi: 10.1056/NEJMoa1812792.

REDUCE-IT evaluated the effects of VASCEPA in statin-treated
adults with well-controlled LDL-C and CV risk factors including
TG ≥135 mg/dL and either established CVD or diabetes and
other CV risk factors.1,2
Patients studied had well-controlled LDL-C (median baseline 75 mg/dL) and modestly elevated TG
(median baseline 216 mg/dL).1,2
FDA has not reviewed and opined on a supplemental new drug application related to REDUCE-IT. FDA has thus
not reviewed the information herein or determined whether to approve VASCEPA for use to reduce the risk of
major adverse cardiovascular events in the REDUCE-IT patient population. This information is intended to
ensure Amarin meets its continuing obligation to update healthcare professionals regarding off-label use of
VASCEPA to assure that its communications remain truthful and non-misleading, consistent with the federal
court approved settlement under Amarin Pharma, Inc. et al. v. United States Food and Drug Administration et al.,
119 F.Supp.3d 196, 236 (S.D.N.Y. 2015).

Please see Important Safety Information for VASCEPA on pages 2 and 7.
Please see accompanying full Prescribing Information for VASCEPA
or go to www.vascepahcp.com.

FDA-APPROVED INDICATION AND LIMITATIONS OF USE FOR VASCEPA3
• VASCEPA® (icosapent ethyl) is indicated as an adjunct to diet to reduce triglyceride (TG) levels in adult
patients with severe (≥500 mg/dL) hypertriglyceridemia
• In patients with severe hypertriglyceridemia, the effect of VASCEPA on cardiovascular mortality or
morbidity or on the risk of pancreatitis has not been determined
IMPORTANT SAFETY INFORMATION FOR VASCEPA FROM FDA-APPROVED LABEL
Data from Two 12-Week Studies (MARINE and ANCHOR) of Patients with Triglycerides Values
of 200 to 2000 mg/dL (n=622 on VASCEPA, n=309 on placebo)3
• VASCEPA is contraindicated in patients with known hypersensitivity (e.g., anaphylactic reaction)
to VASCEPA or any of its components
• In patients with hepatic impairment, monitor ALT and AST levels periodically during therapy
• Use with caution in patients with known hypersensitivity to fish and/or shellfish
• The most common reported adverse reaction (incidence >2% and greater than placebo)
was arthralgia (2.3% VASCEPA, 1.0% placebo)
• Adverse events may be reported by calling 1-855-VASCEPA or the FDA at 1-800-FDA-1088
• Patients receiving treatment with VASCEPA and other drugs affecting coagulation (e.g., anti-platelet
agents) should be monitored periodically
• Patients should be advised to swallow VASCEPA capsules whole; not to break open, crush, dissolve,
or chew VASCEPA

for 90 days.*

Pay as little as $9

Expiration Date: 12/31/2019

Pharmacist and Beneficiary: When you use this card, you are
certifying that you have not submitted and will not submit a
claim for reimbursement under any Federal, State, or other
Governmental programs for this prescription.

Change healthCare

004682
CN
ECVASCEPA
59021139303

Powered by:

Change healthCare

BIN#
PCN#
GRP#
ID#

*Limitations apply. See reverse side for details.
Reimbursement limited to $80 per month or $240 on a 90 day fill.

Powered by:

Pharmacist and Beneficiary: When you use this card, you are
certifying that you have not submitted and will not submit a
claim for reimbursement under any Federal, State, or other
Governmental programs for this prescription.

Expiration Date: 12/31/2019
*Limitations apply. See reverse side for details.
Reimbursement limited to $80 per month or $240 on a 90 day fill.

004682
CN
ECVASCEPA
59021139303

for 90 days.*

BIN#
PCN#
GRP#
ID#

Pay as little as $9

Commercially insured patients†
can pay as little as $9 for a 90-day supply
with the VASCEPA Savings Card. Subject
to eligibility. Restrictions apply.‡
Your patients can download the VASCEPA
Savings Card§ at www.VASCEPASavings.com

Offer Restrictions: May not be used to obtain prescription drugs paid in part by Federal or State Programs including
Medicare, Medicaid, Medicare Advantage, Medicare Part D, Tricare, VA. Most eligible, insured patients will pay as little as
$9 of their copay for either each month or a 90 day fill, with a maximum savings of up to $80 per month or $240 on a 90
day fill. Not for use by residents of VT, nor medical professionals licensed in VT. This offer is not valid for those patients
under 18 years of age or patients whose plans do not permit use of a copay card. Void where prohibited by law, taxed, or
restricted. Eligible patients include those who participate in commercial insurance, through a healthcare exchange, or
pay cash. Offer good through December 31, 2019.
‡
As of August 31, 2018.
§
Universal Pharmacy Card (UPC) may be applied for any eligible patient by entering
all 4 codes into the notes section of an e-prescription.
†
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Please see Important Safety Information for VASCEPA above.
Please see accompanying full Prescribing Information for VASCEPA
or go to www.vascepahcp.com.

THE MARINE TRIAL
VASCEPA lowers very high triglycerides (VHTG) and atherogenic lipids
without raising LDL-C3,4II:
This was a lipid-focused study in a patient population at risk for pancreatitis due to
severe hypertriglyceridemia2,4
The effects of VASCEPA 4 g/d were assessed in a randomized, placebo-controlled, double-blind,
parallel-group study evaluating adult patients with fasting TG levels ≥500 mg/dL and ≤2000 mg/dL
(with or without statin therapy)3
The primary study endpoint was the placebo-adjusted median percent change in TG levels from
baseline to study end (Week 12)3

MARINE overall population
Median percent change from baseline vs placebo4

TG

LDL-C

680 mg/dL

91 mg/dL

P<0.001

not significant

-33%

-2%

n=76
Median baseline
P value

n=76

TG: VASCEPA (n=76), 27% median decrease from baseline; placebo (n=75), 10% increase
from baseline. LDL-C: VASCEPA (n=76), 5% median decrease from baseline; placebo (n=75),
3% decrease from baseline.
VASCEPA 4 g/d significantly reduced median TG, VLDL-C, and Apo B levels from baseline
relative to placebo. The reduction in TG observed with VASCEPA was not associated with
elevations in LDL-C levels relative to placebo.4
In a pre-specified subgroup analysis, there was a 45% TG decrease in patients with
TG >750 mg/dL (median baseline TG level 902 mg/dL; median change vs baseline:
VASCEPA (n=28): -27%, placebo (n=32): +19%; P<0.001).4
As compared to placebo.

||

IMPORTANT INFORMATION FOR HCPs ABOUT VASCEPA® (ICOSAPENT ETHYL) CAPSULES
IMPORTANT NEW INFORMATION: REDUCE-IT™ CARDIOVASCULAR OUTCOMES STUDY OF VASCEPA®1*
The effects of VASCEPA on the prevention of cardiovascular events was evaluated in a multi-center, doubleblind, randomized, placebo-controlled, event-driven trial (REDUCE-IT, NCT01492361) in 8,179 adult patients at
low-density lipoprotein cholesterol (LDL-C) goal, with established cardiovascular disease (CVD) or at high risk for
CVD, and hypertriglyceridemia (fasting triglycerides (TG) ≥135 and <500 mg/dL).
• Patients were eligible to enter the trial if they were at least 45 years of age and on stable statin therapy with
fasting LDL-C levels of >40 and ≤100 mg/dL and fasting TG levels of ≥135 and <500 mg/dL. Patients also
needed to have either established CVD (secondary prevention cohort), defined as documented history of
coronary artery disease, cerebrovascular or carotid disease, or peripheral artery disease, or be at least 50
years of age with diabetes and at least one additional risk factor (primary prevention cohort).
– Key exclusion criteria included severe heart failure, active severe liver disease, hemoglobin A1c
>10.0%, planned coronary intervention or surgery, history of acute or chronic pancreatitis, and known
hypersensitivity to fish, shellfish, or ingredients of VASCEPA or placebo.
• 70.7% of patients were enrolled based on having established CVD (secondary prevention cohort), 29.3% were
enrolled based on being at high risk for CVD (primary prevention cohort).
• Patients were randomly assigned 1:1 to receive either VASCEPA (4 grams daily) or placebo (4089 VASCEPA,
4090 placebo).
• The median follow-up duration was 58 months (4.9 years).
• Overall, 99.8% of patients were followed until the end of the trial or death.
• The median age at baseline was 64 years (range: 44 years to 92 years), with 46% being at least 65 years old;
28.8% were women.
• The trial population was 90.2% White, 1.9% Black, and 5.5% Asian; 4.2% identified as Hispanic ethnicity.
• Regarding prior diagnoses of cardiovascular disease, 46.7% had prior myocardial infarction, 6.1% prior
unknown stroke or transient ischemic attack (TIA), and 9.2% had symptomatic peripheral arterial disease.
• Selected additional baseline risk factors included hypertension (86.6%), diabetes mellitus (0.7% type 1; 57.8%
type 2), current daily cigarette smoking (15.2%), New York Heart Association class I or II congestive heart failure
(17.7%), and eGFR < 60 mL/min per 1.73 m2 (22.2%).
• Patients enrolled were treated with statin therapy at baseline with most (93.2%) on a high- (30.8%) or
moderate-intensity (62.5%) statin therapy, and 6.4% were also taking ezetimibe at baseline.
*This information is intended to ensure Amarin meets its continuing obligation to update healthcare professionals
regarding off-label use of VASCEPA to assure that its communications remain truthful and non-misleading,
consistent with the federal court approved settlement under Amarin Pharma, Inc. et al. v. United States Food
and Drug Administration et al., 119 F.Supp.3d 196, 236 (S.D.N.Y. 2015).
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Please see Important Safety Information for VASCEPA from
REDUCE-IT on page 7. Please see accompanying full Prescribing
Information for VASCEPA or go to www.vascepahcp.com.

• Most patients at baseline were taking at least one other cardiovascular medication including anti-platelet agents
(79.4%), beta blockers (70.7%), angiotensin converting enzyme (ACE) inhibitors (51.9%), or angiotensin receptor
blockers (27.0%).
• On stable background lipid-lowering therapy, the median [Q1, Q3] LDL-C at baseline was 75.0 [62.0, 89.0] mg/dL;
the mean (SD) was 76.2 (20.3) mg/dL.
• On stable background lipid-lowering therapy, the median [Q1, Q3] fasting TG was 216.0 [176.0,272.5] mg/dL; the
mean (SD) was 233.2 (80.1) mg/dL.
The primary results from REDUCE-IT are shown in the Table below (see CONDUCT OF REDUCE-IT AND ANALYSIS
AND REVIEW OF REDUCE-IT DATA).
Effect of VASCEPA on Cardiovascular Events in Patients with Established CVD or at High Risk for CVD with
Statin-treated Triglycerides ≥135 and <500 mg/dL in REDUCE-IT
Placebo
N = 4090
n (%)

VASCEPA
N = 4089
n (%)

VASCEPA vs Placebo
Hazard Ratio
(95% CI)

Time to first occurrence of cardiovascular
death, myocardial infarction, stroke, coronary
revascularization, hospitalization for unstable
angina (5-point MACE)

901
(22.0)

705
(17.2)

0.75
(0.68 - 0.83)

Time to first occurrence of cardiovascular death,
myocardial infarction, stroke (3-point MACE)

606
(14.8)

459
(11.2)

0.74
(0.65 - 0.83)

Time to cardiovascular death

213
(5.2)

174
(4.3)

0.80
(0.66 - 0.98)

Time to death by any cause[1]

310
(7.6)

274
(6.7)

0.87
(0.74 - 1.02)

Time to first fatal or non-fatal myocardial
infarction

355
(8.7)

250
(6.1)

0.69
(0.58 - 0.81)

Time to first fatal or non-fatal stroke

134
(3.3)

98
(2.4)

0.72
(0.55 - 0.93)

Time to first emergent or urgent coronary
revascularization

321
(7.8)

216
(5.3)

0.65
(0.55 - 0.78)

Time to first coronary revascularization[2]

544
(13.3)

376
(9.2)

0.66
(0.58 - 0.76)

Time to first hospitalization for unstable angina[3]

157
(3.8)

108
(2.6)

0.68
(0.53 - 0.87)

All presented individual and composite endpoints were statistically significant except time to death by any cause.
[1] Time to death by any cause, or total mortality, is not a component of either the primary composite endpoint or key secondary endpoint.
[2] The predefined composite secondary endpoint included emergent or urgent revascularization, the composite of all revascularization was predefined
as a tertiary endpoint.
[3] Determined to be caused by myocardial ischemia by invasive/non-invasive testing and requiring emergent hospitalization

VASCEPA significantly reduced the following:
• the risk for the primary composite endpoint (5-point MACE: time to first occurrence of cardiovascular death,
myocardial infarction, stroke, hospitalization for unstable angina, or coronary revascularization; p<0.001), and
• the key secondary composite endpoint (3-point MACE: time to first occurrence of cardiovascular death,
myocardial infarction, or stroke; p<0.001).
Prespecified hierarchical testing of other secondary endpoints revealed significant reductions in the following:
• cardiovascular death (p=0.03),
• fatal or nonfatal myocardial infarction (p<0.001),
• fatal or nonfatal stroke (p=0.01),
• emergent or urgent coronary revascularization (p<0.001), and
• hospitalization for unstable angina (p=0.002).
The benefits of VASCEPA were seen on a background of predominately (93.2%) moderate- to high-intensity statin
use and median baseline LDL-C levels of 75.0 mg/dL.
The Kaplan-Meier estimates of the cumulative incidence of the primary and key secondary composite endpoints
over time are shown in Figure 1 and Figure 2 below.
Figure 1. Estimated Cumulative Incidence of Primary Composite Endpoint Over 5 Years in REDUCE-IT

Patients with an Event (%)

30

20

Hazard Ratio, 0.75
(95% CI, 0.68–0.83)
RRR = 24.8%
ARR = 4.8%
NNT = 21 (95% CI, 15–33)
P=0.00000001

Placebo

VASCEPA

10

0

0

1

2

3

4

5

Years since Randomization
No. at Risk
Placebo
VASCEPA

4090
4089

3743
3787

3327
3431

2807
2951

2347
2503

1358
1430

CI denotes confidence interval. Curves were visually truncated at 5.7 years due to a limited number
of events beyond that point in time; all patient data were included in analyses.
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REDUCE-IT on page 7. Please see accompanying full Prescribing
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Figure 2. Estimated Incidence of Key Secondary Composite Endpoint Over 5 Years in REDUCE-IT

Patients with an Event (%)

30
Hazard Ratio, 0.74
(95% CI, 0.65–0.83)
RRR = 26.5%
ARR = 3.6%
NNT = 28 (95% CI, 20–47)
P=0.0000006

20
Placebo
10
VASCEPA

0

0

1

2

3

4

5

Years since Randomization
No. at Risk
Placebo
VASCEPA

4090
4089

3837
3861

3500
3565

3002
3115

2542
2681

1487
1562

CI denotes confidence interval. Curves were visually truncated at 5.7 years due to a limited number of events beyond that point in time; all patient
data were included in analyses.

The difference between VASCEPA and placebo in median percent change in TG from baseline to Month 4 was
-20.1 (p<0.001) and from baseline to Month 12 was -19.7 (p<0.001). At Month 12, the median [Q1, Q3] TG was 175.0
[132.0, 238.0] mg/dL in the VASCEPA group, with 35.9% of patients having TG <150 mg/dL and 61.3% having a TG
<200 mg/dL. The difference between VASCEPA and placebo in median percent change in LDL-C from baseline to
Month 12 was -6.6% (p<0.001). At Month 12, the median [Q1, Q3] LDL-C was 77.0 [63.0, 94.0] mg/dL in the VASCEPA
group, with 35.5% of patients having LDL-C <70 mg/dL and 79.9% having LDL-C <100 mg/dL.
Important Safety Information for VASCEPA from REDUCE-IT (n=4089 on VASCEPA, n=4090 on placebo)
• Patients were exposed to VASCEPA or placebo for a median of 58 months; 86.9% of patients were exposed for
≥ 12 months, 77.2% were exposed for ≥ 24 months, 64.6% were exposed for ≥ 36 months, 53.6% were exposed
for ≥48 months, 29.5% were exposed for ≥ 60 months, and 0.1% were exposed for ≥72 months.
• Overall adverse event rates were similar across treatment groups.
– Adverse events and serious adverse events leading to study drug discontinuation were similar to placebo.
– The one serious adverse event that occurred at a frequency of at least 2% was pneumonia (2.6% in the
VASCEPA group and 2.9% in the placebo group, P=0.42)

Treatment-Emergent Adverse Events
VASCEPA
N = 4089
n (%)

Placebo
N = 4090
n (%)

P value[1]

Patients with at Least One TEAE,[2] n (%)

3343 (81.8)

3326 (81.3)

0.63

Serious TEAE

1252 (30.6)

1254 (30.7)

0.98

TEAE Leading to Withdrawal of Study Drug[3]

321 (7.9)

335 (8.2)

0.60

Serious TEAE Leading to Withdrawal of
Study Drug[3]

88 (2.2)

88 (2.2)

1.00

Serious TEAE Leading to Death[4]

94 (2.3)

102 (2.5)

0.61

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurs or worsens in severity on or after the date of dispensing study
drug and within 30 days after the completion or withdrawal from study. Percentages are based on the number of patients randomized to each treatment
group in the Safety population (N). Events that were positively adjudicated as clinical endpoints are not included.
[1] P value from Fisher’s Exact test.
[2] All adverse events are coded using the Medical Dictionary for Regulatory Activities (MedDRA Version 20.1).
[3] Withdrawal of study drug excludes patients who were off drug in study (ODIS) for 30 days or more, and restarted study drug.
[4] The most common serious TEAEs leading to death by system organ class were neoplasms (1.1%); infections and infestations (0.4%); respiratory,
thoracic, and mediastinal disorders (0.2%); cardiac disorders (0.2%); and vascular disorders (0.1%). No serious TEAEs leading to death by system organ
class were statistically significant across treatment groups except for cardiac disorders, which occurred in 3 (0.1%) of VASCEPA patients and 15 (0.4%)
of placebo patients (P=0.008).

• Adverse events occurring in 5% of VASCEPA patients and statistically more frequently with VASCEPA
than placebo (Bhatt DL, Steg PG, Miller M, et al. N Engl J Med. 2018, Supplementary Appendix):
– Peripheral edema (6.5% VASCEPA patients versus 5.0% placebo patients)
o There was no significant difference in the prespecified adjudicated tertiary endpoint of new
congestive heart failure, which occurred in 4.1% of VASCEPA patients versus 4.3% of placebo
patients.
– Constipation (5.4% VASCEPA patients versus 3.6% placebo patients)
– Atrial fibrillation (5.3% VASCEPA patients versus 3.9% placebo patients)
o This adverse event finding is consistent with an increase in the prespecified adjudicated tertiary
endpoint of atrial fibrillation or flutter requiring hospitalization, which occurred in 3.1% of
VASCEPA patients versus 2.1% of placebo patients (P=0.004).
– The rate of treatment-emergent serious adverse events for bleeding was 2.7% in the VASCEPA group
versus 2.1% in the placebo group, with a nonsignificant, but trending p-value of 0.06
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– There were
o No fatal bleeding events in either group,
o No significant increases in adjudicated hemorrhagic stroke (0.3% in VASCEPA patients versus 0.2% in
placebo patients; P=0.55),
o No significant serious central nervous system bleeding (0.3% versus 0.2%; P=0.42), and
o No significant gastrointestinal bleeding (1.5% versus 1.1%; P=0.15).
Mineral oil placebo consideration and analysis
In REDUCE-IT, a placebo containing mineral oil was used to mimic the color and consistency of the drug studied.
No strong evidence for biological activity of the same mineral oil was identified in connection with FDA approval of
VASCEPA in July 2012 based on the MARINE phase 3 clinical trial, in connection with FDA review of the ANCHOR phase
3 clinical trial, or after several years of quarterly review by the Data Monitoring Committee (DMC) for REDUCE-IT after
FDA requested that the DMC periodically assess unblinded lipid data to monitor for signals that the placebo might not
be inert. While the DMC noted variation in LDL-C measurements in both arms and that a small physiological effect
of mineral oil might be possible, the DMC concluded that it was not possible to determine if the LDL-C increase in the
placebo arm was a natural increase over time or due to the mineral oil, they found no apparent effect on outcomes and
found that this small change was unlikely to explain the observed benefit of VASCEPA over placebo.
Each of the three VASCEPA clinical trials, MARINE, ANCHOR and REDUCE-IT, was conducted under a special protocol,
or SPA, agreement with FDA in which mineral oil was agreed with FDA as an acceptable placebo.
As published within the main presentation of the REDUCE-IT results (Bhatt DL, Steg PG, Miller M, et al. N Engl J
Med. 2018.), at baseline, the median LDL-C was 75.0 mg/dL. The median change in LDL-C was 3.1% (+2.0 mg/dL) for
VASCEPA and 10.2% (+7.0 mg/dL) for the mineral oil placebo arm; placebo-corrected median change from baseline
of -6.6% (-5.0 mg/dL; p < 0.001). If mineral oil in the placebo might have affected statin absorption in some patients,
this might have contributed to differences in outcomes between the groups. However, the relatively small differences
in LDL-C levels between groups would not be likely to explain the 25% risk reduction observed with VASCEPA, and a
post hoc analysis suggested a similar lower risk regardless of whether there was an increase in LDL-C level among the
patients in the placebo group. Although open label, Japan EPA Lipid Intervention Study (JELIS) previously demonstrated
a 19% risk reduction without a mineral oil placebo.

CONDUCT OF REDUCE-IT AND ANALYSIS AND REVIEW OF REDUCE-IT DATA
FDA has not reviewed and opined on a supplemental new drug application related to REDUCE-IT. FDA has
thus not reviewed the information herein or determined whether to approve VASCEPA for use to reduce the
risk of major adverse cardiovascular events in the REDUCE-IT patient population.*
REDUCE-IT results were first presented at the 2018 Scientific Sessions of the American Heart Association
(AHA) on November 10, 2018 in Chicago, Illinois and concurrently published online in The New England Journal
of Medicine (NEJM).1
REDUCE-IT was sponsored by Amarin Pharma, Inc. and its affiliates and conducted under a special protocol
assessment agreement with FDA.
• The REDUCE-IT steering committee, consisting of academic physicians, and Amarin representatives
developed the protocol (Bhatt DL, Steg PG, Miller M, et al. N Engl J Med. 2018.) and were responsible for the
conduct and oversight of the study, and data interpretation.
• The primary, secondary, and tertiary adjudicated endpoint analyses were validated by the data monitoring
committee independent statistician.
Further REDUCE-IT data assessment and data release could yield additional useful information to inform greater
understanding of the trial outcome:
• Further detailed data assessment by Amarin and regulatory authorities will continue and take several
months to complete and record
• The final evaluation of the totality of the efficacy and safety data from REDUCE-IT may include some or all of
the following, as well as other considerations:
• New information affecting the degree of treatment benefit on studied endpoints
• Study conduct and data robustness, quality, integrity and consistency
• Additional safety data considerations and risk/benefit considerations
• Consideration of REDUCE-IT results in the context of other clinical studies
VASCEPA may not be eligible for reimbursement under government healthcare programs (such as Medicare
and Medicaid) and certain commercial plans to reduce the risk of major adverse cardiovascular events in the
REDUCE-IT patient population. We encourage you to check that for yourself.
*This information is intended to ensure Amarin meets its continuing obligation to update healthcare professionals regarding off-label
use of VASCEPA to assure that its communications remain truthful and non-misleading, consistent with the federal court approved
settlement under Amarin Pharma, Inc. et al. v. United States Food and Drug Administration et al., 119 F.Supp.3d 196, 236 (S.D.N.Y. 2015).
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IMPORTANT INFORMATION FOR HCPs ABOUT CONTINUED UNCERTAINTY AROUND THE BENEFIT, IF ANY,
OF LOWERING TG LEVELS AFTER STATIN THERAPY IN PATIENTS WITH HIGH (200-499 mg/dL) TG LEVELS
• In REDUCE-IT, cardiovascular benefits appeared similar across baseline levels of triglycerides (less than
150 mg/dL, 150 to 199 mg/dL, and 200 mg/dL or greater).
– Additionally, the reduction in major adverse cardiovascular events with VASCEPA appeared to occur
irrespective of an achieved triglyceride level above or below 150 mg/dL at one year, suggesting that the
cardiovascular risk reduction was not tied to achieving a more normal triglyceride level.
– These observations suggest that at least some of the impact of VASCEPA on the reduction in ischemic
events may be explained by metabolic effects other than triglyceride lowering.
• VASCEPA is not FDA-approved to lower TG levels in statin-treated patients with mixed dyslipidemia and persistent
high (≥200 mg/dL and <500 mg/dL) TG levels due to current uncertainty regarding the benefit, if any, of druginduced changes in lipid/lipoprotein parameters beyond statin-lowered LDL-C on cardiovascular risk among
statin-treated patients with residually high TG.
– Other cardiovascular outcomes trials (ACCORD Lipid, AIM-HIGH, and HPS2-THRIVE), while not designed
to test the effect of lowering TG levels in patients with high TG levels after statin therapy, each failed to
demonstrate incremental cardiovascular benefit of adding a second lipid-altering drug (fenofibrate or
formulations of niacin), despite raising HDL-C and reducing TG levels, among statin-treated patients with
well-controlled LDL-C.
Other cardiovascular outcomes trials that studied fish oil or mixtures of omega-3 acids that include the omega-3
acid, DHA, have reported negligible impact on cardiovascular events.
No head-to head, randomized, well-controlled studies have been conducted to compare the effects of VASCEPA with
other FDA-approved TG-lowering therapies.
POTENTIAL MECHANISMS OF ACTION
Mechanisms responsible for the benefit shown in REDUCE-IT were not the focus of REDUCE-IT, but the banked
samples and array of biomarkers measured leave room for mechanistic insights through future analyses.
Potential mechanisms discussed in Bhatt DL, Steg PG, Miller M, et al. N Engl J Med. 2018., include TG reduction,
anti-thrombotic effects, antiplatelet or anticoagulant effects, membrane-stabilizing effects, effects on stabilization
and/or regression of coronary plaque and inflammation reduction. More study is needed to determine to what
extent, if any, these effects or others may be responsible for the CV risk reduction benefit demonstrated with use of
VASCEPA in REDUCE-IT.

NEW
CV OUTCOMES
DATA

THERE’S UNFINISHED BUSINESS
IN CARDIOVASCULAR DISEASE5
Managing cardiovascular disease (CVD) risk factors
Significant advances have been made in reducing CV risk with moderate-to-high intensity
statin therapy
Despite progress, sudden and irreversible CV events may still occur

Significant CV Risk Remains

CV risk reduction
with LDL-C control
CV risk remains
despite LDL-C control

25-35%

65-75%

Strategies beyond
cholesterol management
are necessary

The number of deaths due to heart disease has increased in recent years6
Heart disease remains the leading cause of death in both men and women in the US,
and prevalence is only expected to grow7-9
CV outcomes studies of earlier generation drug therapies including fenofibrates and omega-3
mixture products containing DHA have failed to demonstrate CV benefits on top of statins10-13

Heart disease remains a public health crisis requiring proven, affordable,
and accessible therapy even in patients with well-controlled LDL-C5,14,15
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REDUCE-IT: A LANDMARK
CV OUTCOMES TRIAL1
Enrolled patients with CV risk factors beyond elevated LDL-C
8179 statin-treated patients with well-controlled LDL-C (41-100 mg/dL; median baseline 75 mg/dL)
• TG 135-499 mg/dL (median baseline 216 mg/dL)
• Stratified by risk into either secondary prevention or primary prevention cohort
71% — patients with established CVD and ≥45 years (secondary prevention cohort)
29% — patients with diabetes mellitus, ≥50 years, and one additional CV risk factor (primary prevention cohort)
Randomized to VASCEPA 4 g/d + stable statin or placebo + stable statin
KeyBaseline
Baseline Characteristics
Key
Characteristics

Age (years), Median (Q1-Q3)
Female, n (%)
Non-White, n (%)
Westernized Region, n (%)
CV Risk Category, n (%)
Secondary Prevention Cohort
Primary Prevention Cohort
Ezetimibe Use, n (%)
Statin Intensity, n (%)
Low
Moderate
High
Type II Diabetes, n (%)
Triglycerides (mg/dL), Median (Q1-Q3)

VASCEPA
(N=4089)

Placebo
(N=4090)

64.0 (57.0–69.0)
1162 (28.4%)
398 (9.7%)
2906 (71.1%)

64.0 (57.0–69.0)
1195 (29.2%)
401 (9.8%)
2905 (71.0%)

2892 (70.7%)
1197 (29.3%)
262 (6.4%)

2893 (70.7%)
1197 (29.3%)
262 (6.4%)

254 (6.2%)
2533 (61.9%)
1290 (31.5%)
2367 (57.9%)

267 (6.5%)
2575 (63.0%)
1226 (30.0%)
2363 (57.8%)

216.5 (176.5–272.0)

216.0 (175.5–274.0)

HDL-C (mg/dL), Median (Q1-Q3)

40.0 (34.5–46.0)

40.0 (35.0–46.0)

LDL-C (mg/dL), Median (Q1-Q3)
Triglycerides Category
<150 mg/dL
150 to <200 mg/dL
≥200 mg/dL

74.0 (61.5–88.0)

76.0 (63.0–89.0)

412 (10.1%)
1193 (29.2%)
2481 (60.7%)

429 (10.5%)
1191 (29.1%)
2469 (60.4%)

As with any CV outcomes trial result, further REDUCE-IT data assessment and data release could yield
additional useful information to inform greater understanding of study outcome.

Patients were on background lipid-lowering therapy,
with a median baseline LDL-C of 75 mg/dL1

NEW
CV OUTCOMES
DATA

In statin-treated adults with well-controlled LDL-C and CV risk factors including TG ≥135 mg/dL
and either established CVD or diabetes and other CV risk factors1,2

ADDING VASCEPA 4 g/d SHOWED
A 25% RRR IN CV EVENTS1
Primary Composite Endpoint

Patients with an Event (%)

30

20

Hazard Ratio, 0.75
(95% CI, 0.68–0.83)
RRR = 24.8%
ARR = 4.8%
NNT = 21 (95% CI, 15–33)
P=0.00000001

Placebo

VASCEPA

10

0

25

%

RRR

NNT=21

0

1

2

3

4

5

Years since Randomization
No. at Risk
Placebo
VASCEPA

4090
4089

3743
3787

3327
3431

2807
2951

2347
2503

1358
1430

ARR=absolute risk reduction; NNT=number needed to treat; RRR=relative risk reduction.

The primary endpoint was a composite first occurrence of CV Death, Nonfatal MI,
Nonfatal Stroke, Coronary Revascularization, and Unstable Angina Requiring
Hospitalization (5-point MACE)
Median follow-up was 4.9 years
The CV event curve for VASCEPA visually separated from the placebo event curve
at approximately 1 year and remained separated throughout the follow-up period
While overall adverse event rates were similar across treatment groups there were numerically
more serious adverse events related to bleeding; overall rates were low (2.7% for VASCEPA vs 2.1%
for placebo, P=0.06), with no fatal bleeding observed in either group and no significant increase in
adjudicated hemorrhagic stroke or serious central nervous system or gastrointestinal bleeding.
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Please see Important Safety Information for VASCEPA from
REDUCE-IT on page 7. Please see accompanying full Prescribing
Information for VASCEPA or go to www.vascepahcp.com.

SIGNIFICANT REDUCTION IN KEY
SECONDARY COMPOSITE ENDPOINT
OF CV DEATH, MI, AND STROKE1
Key Secondary Composite Endpoint

Patients with an Event (%)

30
Hazard Ratio, 0.74
(95% CI, 0.65–0.83)
RRR = 26.5%
ARR = 3.6%
NNT = 28 (95% CI, 20–47)
P=0.0000006

20

RRR

10

Secondary
Endpoint
0

0

1

Placebo

VASCEPA

2

3

4

26

%

RRR

NNT=28

5

Years since Randomization
No. at Risk
Placebo
VASCEPA

4090
4089

3837
3861

3500
3565

3002
3115

2542
2681

1487
1562

ARR=absolute risk reduction; NNT=number needed to treat; RRR=relative risk reduction.

The secondary endpoint was a composite first occurrence of CV Death, Nonfatal MI,
and Nonfatal Stroke (3-point MACE)
Median follow-up was 4.9 years
The CV event curve for VASCEPA visually separated from the placebo event curve
before 2 years and remained separated throughout the follow-up period
While overall adverse event rates were similar across treatment groups there was a significantly higher
rate of hospitalization for atrial fibrillation or flutter, though rates were low (3.1% for VASCEPA vs 2.1% for
placebo, P=0.004).

NEW
CV OUTCOMES
DATA

In statin-treated adults with well-controlled LDL-C and CV risk factors including TG ≥135 mg/dL
and either established CVD or diabetes and other CV risk factors1,2

VASCEPA DEMONSTRATED
SIGNIFICANT REDUCTIONS
ACROSS SECONDARY ENDPOINTS
OF CV DEATH, MI, AND STROKE1*
CV DEATH

20

%

RRR

HR=0.80 (95% CI, 0.66-0.98)
P=0.03; VASCEPA (n=174),
placebo (n=213)

MI

FATAL OR NONFATAL

31

%
RRR

HR=0.69 (95% CI, 0.58-0.81)
P<0.001; VASCEPA (n=250),
placebo (n=355)

STROKE

FATAL OR NONFATAL

28

%
RRR

HR=0.72 (95% CI, 0.55-0.93)
P=0.01; VASCEPA (n=98),
placebo (n=134)

35% reduction in Coronary Revascularization: HR=0.65 (95% CI, 0.55-0.78); P<0.001; VASCEPA (n=216),
placebo (n=321)
32% reduction in Unstable Angina Requiring Hospitalization: HR=0.68 (95% CI, 0.53-0.87); P=0.002;
VASCEPA (n=108), placebo (n=157)
While overall adverse event rates were similar across treatment groups there were
numerically more serious adverse events related to bleeding; overall rates were low
(2.7% for VASCEPA vs 2.1% for placebo, P=0.06), with no fatal bleeding observed in either
group and no significant increase in adjudicated hemorrhagic stroke or serious central
nervous system or gastrointestinal bleeding.

*First occurrence of event.
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CONSISTENT CV BENEFIT ACROSS
SELECT PRE-SPECIFIED SUBGROUPS1
Including secondary or primary prevention, gender, or diabetes
Primary Endpoint Subgroups
End Point/Subgroup

Hazard Ratio (95% CI)

Primary Composite Endpoint (ITT)

VASCEPA

Placebo

n/N (%)

n/N (%)

HR (95% CI)

Int P Val

705/4089 (17.2%) 901/4090 (22.0%) 0.75 (0.68–0.83)

Subgroup
Risk Category
Secondary Prevention Cohort
Primary Prevention Cohort

559/2892 (19.3%) 738/2893 (25.5%) 0.73 (0.65–0.81)
146/1197 (12.2%) 163/1197 (13.6%) 0.88 (0.70–1.10)

Region
Western
Eastern
Asia Pacific

551/2906 (19.0%) 713/2905 (24.5%) 0.74 (0.66–0.83)
143/1053 (13.6%) 167/1053 (15.9%) 0.84 (0.67–1.05)
11/130 (8.5%)
21/132 (15.9%)
0.49 (0.24–1.02)

Ezetimibe Use
No
Yes

649/3827 (17.0%) 834/3828 (21.8%) 0.75 (0.67–0.83)
0.82 (0.57–1.16)
56/262 (21.4%)
67/262 (25.6%)

Sex

551/2927 (18.8%) 715/2895 (24.7%) 0.73 (0.65–0.82)
154/1162 (13.3%) 186/1195 (15.6%) 0.82 (0.66–1.01)

Male
Female

White vs Non-White
White
Non-White

646/3691 ( 17.5%)
59/398 (14.8%)

Age Group
<65 Years
≥65 Years

322/2232 (14.4%) 460/2184 (21.1%) 0.65 (0.56–0.75)
383/1857 (20.6%) 441/1906 (23.1%) 0.87 (0.76–1.00)

US vs Non-US
US
Non-US

281/1548 (18.2%) 394/1598 (24.7%) 0.69 (0.59–0.80)
424/2541 (16.7%) 507/2492 (20.3%) 0.80 (0.71–0.91)

Baseline Diabetes
Diabetes
No Diabetes

433/2394 (18.1%) 536/2393 (22.4%) 0.77 (0.68–0.87)
272/1695 (16.0%) 365/1694 (21.5%) 0.73 (0.62–0.85)

Baseline eGFR
<60 mL/min/1.73m2
60-<90 mL/min/1.73m2
≥90 mL/min/1.73m2

197/905 (21.8%)
380/2217 (17.1%)
128/963 (13.3%)

Baseline Triglycerides ≥200 vs <200 mg/dL
Triglycerides ≥200 mg/dL
Triglycerides <200 mg/dL

430/2481 (17.3%) 559/2469 (22.6%) 0.73 (0.64–0.83)
275/1605 (17.1%) 342/1620 (21.1%) 0.79 (0.67–0.93)

Baseline Triglycerides ≥150 vs <150 mg/dL
Triglycerides ≥150 mg/dL
Triglycerides <150 mg/dL

640/3674 (17.4%) 811/3660 (22.2%) 0.75 (0.68–0.83)
65/412 (15.8%)
0.79 (0.57–1.09)
90/429 (21.0%)

Baseline Triglycerides ≥200 and HDL-C ≤35 mg/dL
Yes
No

149/823 (18.1%)
214/794 (27.0%) 0.62 (0.51–0.77)
554/3258 (17.0%) 687/3293 (20.9%) 0.79 (0.71–0.88)

Baseline Statin Intensity
High
Moderate
Low

232/1290 (18.0%) 310/1226 (25.3%) 0.69 (0.58–0.82)
424/2533 (16.7%) 543/2575 (21.1%) 0.76 (0.67–0.86)
48/254 (18.9%)
45/267 (16.9%)
1.12 (0.74–1.69)

Baseline LDL-C (Derived) by Tertiles
≤67 mg/dL
>67-≤84 mg/dL
>84 mg/dL

244/1481 (16.5%)
248/1347 (18.4%)
213/1258 (16.9%)

Baseline hsCRP ≤2 vs >2 mg/L
≤2 mg/L
>2 mg/L

288/1919 (15.0%) 407/1942 (21.0%) 0.68 (0.58–0.79)
417/2167 (19.2%) 494/2147 (23.0%) 0.81 (0.71–0.93)

0.2

0.6
VASCEPA Better

1.0

1.4
Placebo Better

812/3688 (22.0%)
89/401 (22.2%)

263/911 (28.9%)
468/2238 (20.9%)
170/939 (18.1%)

302/1386 (21.8%)
307/1364 (22.5%)
292/1339 (21.8%)

1.8

As with any CV outcomes trial result, further REDUCE-IT data
assessment and data release could yield additional useful
information to inform greater understanding of study outcome.

0.77 (0.69–0.85)
0.60 (0.43–0.83)

0.71 (0.59–0.85)
0.80 (0.70–0.92)
0.70 (0.56–0.89)

0.72 (0.61–0.85)
0.81 (0.68–0.96)
0.74 (0.62–0.89)

0.14

0.30

0.64

0.33

0.18

0.004

0.14

0.56

0.41

0.45

0.83

0.04

0.12

0.62

0.07

NEW
CV OUTCOMES
DATA

ROBUST CV RISK REDUCTION
INDEPENDENT OF TG LEVELS1

Reduction in CV events was similar for patients with TG levels
above and below 150 mg/dL
Primary Endpoint
A Primary End Point by Achieved Triglyceride Level at 1 Year
Hazard Ratio (95% CI):
VASCEPA Triglyceride <150 vs ≥150 mg/dL
0.99 (0.84–1.16)
VASCEPA Triglyceride ≥150 mg/dL vs Placebo 0.71 (0.63–0.79)
VASCEPA Triglyceride <150 mg/dL vs Placebo 0.70 (0.60–0.81)

100

Patients with an Event (%)

90
80
70

Placebo
VASCEPA Triglyceride ≥150 mg/dL
VASCEPA Triglyceride <150 mg/dL

60
50
40
30
20
10
0

0

1

2

3

4

5

Years since Randomization
No. at Risk
Placebo
VASCEPA TG ≥150 mg/dL
VASCEPA TG <150 mg/dL

4090
2364
1325

3743
2276
1277

3327
2085
1179

2807
1775
1040

2347
1473
922

1358
803
571

REDUCE-IT was a clinical outcomes trial, not a TG-lowering trial
Median percent change in TG for VASCEPA 4 g/d compared to placebo was -19.7%.
Median percent change in LDL-C for VASCEPA 4 g/d compared to placebo was -6.6%
VASCEPA has multiple effects that extend beyond lipid-level modification including
anti-thrombotic effects, antiplatelet or anticoagulant effects, membrane-stabilizing effects,
effects on stabilization and/or regression of coronary plaque and inflammation reduction16
While overall adverse event rates were similar across treatment groups there was a
significantly higher rate of hospitalization for atrial fibrillation or flutter, though rates
were low (3.1% for VASCEPA vs 2.1% for placebo, P=0.004).
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VASCEPA SAFETY WAS OVERALL
SIMILAR TO PLACEBO
• Overall adverse event rates were similar across treatment groups.
– Adverse events and serious adverse events leading to study drug discontinuation were similar to placebo.
– The one serious adverse event that occurred at a frequency of at least 2% was pneumonia (2.6% in the
VASCEPA group and 2.9% in the placebo group, P=0.42)

Treatment-Emergent Adverse Events
VASCEPA
N = 4089
n (%)

Placebo
N = 4090
n (%)

P value[1]

Patients with at Least One TEAE,[2] n (%)

3343 (81.8)

3326 (81.3)

0.63

Serious TEAE

1252 (30.6)

1254 (30.7)

0.98

TEAE Leading to Withdrawal of Study Drug[3]

321 (7.9)

335 (8.2)

0.60

Serious TEAE Leading to Withdrawal of
Study Drug[3]

88 (2.2)

88 (2.2)

1.00

Serious TEAE Leading to Death[4]

94 (2.3)

102 (2.5)

0.61

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurs or worsens in severity on or after the date of dispensing study drug and
within 30 days after the completion or withdrawal from study. Percentages are based on the number of patients randomized to each treatment group in the Safety
population (N). Events that were positively adjudicated as clinical endpoints are not included.
[1] P value from Fisher’s Exact test.
[2] All adverse events are coded using the Medical Dictionary for Regulatory Activities (MedDRA Version 20.1).
[3] Withdrawal of study drug excludes patients who were off drug in study (ODIS) for 30 days or more, and restarted study drug.
[4] The most common serious TEAEs leading to death by system organ class were neoplasms (1.1%); infections and infestations (0.4%); respiratory, thoracic, and
mediastinal disorders (0.2%); cardiac disorders (0.2%); and vascular disorders (0.1%). No serious TEAEs leading to death by system organ class were statistically
significant across treatment groups except for cardiac disorders, which occurred in 3 (0.1%) of VASCEPA patients and 15 (0.4%) of placebo patients (P=0.008).

• Adverse events occurring in 5% of VASCEPA patients and statistically more frequently with VASCEPA than
placebo (Bhatt DL, Steg PG, Miller M, et al. N Engl J Med. 2018, Supplementary Appendix):
– Peripheral edema (6.5% VASCEPA patients versus 5.0% placebo patients)
o There was no significant difference in the prespecified adjudicated tertiary endpoint of new congestive
heart failure, which occurred in 4.1% of VASCEPA patients versus 4.3% of placebo patients.
– Constipation (5.4% VASCEPA patients versus 3.6% placebo patients)
– Atrial fibrillation (5.3% VASCEPA patients versus 3.9% placebo patients)
o This adverse event finding is consistent with an increase in the prespecified adjudicated tertiary
endpoint of atrial fibrillation or flutter requiring hospitalization, which occurred in 3.1% of VASCEPA
patients versus 2.1% of placebo patients (P=0.004).
– The rate of treatment-emergent serious adverse events for bleeding was 2.7% in the VASCEPA group
versus 2.1% in the placebo group, with a nonsignificant, but trending p-value of 0.06
– There were
o No fatal bleeding events in either group,
o No significant increases in adjudicated hemorrhagic stroke (0.3%
in VASCEPA patients versus 0.2% in placebo patients; P=0.55),
o No significant serious central nervous system bleeding
(0.3% versus 0.2%; P=0.42), and
o No significant gastrointestinal bleeding (1.5% versus 1.1%; P=0.15).

VASCEPA DOSING IS 4 g/d

3

VASCEPA has two dosing options:
Two 1-g capsules
BID with food

Four 0.5-g capsules
BID with food

Capsules are not actual size.

• VASCEPA is the only prescription
omega-3 available in a 0.5-g option
• Smaller capsules were designed
to ease swallowing
Patients should be advised to
swallow VASCEPA capsules whole;
not to break open, crush, dissolve,
or chew VASCEPA.

Make sure to write
“Dispense as written” or
“Brand medically necessary”
when prescribing VASCEPA

NOT LEGAL IF NOT ON SAFETY BLUE BACKGROUND

Name

Date

Address

VASCEPA 1-g caps
2 caps BID w/food
Disp: 360 caps; Refill x3

Dispense as written
or

Brand medically necessary

3

Reﬁll
times
Dispense as written

�

DEA #
LIC. #

VASCEPA may not be eligible for reimbursement under government healthcare
programs (such as Medicare and Medicaid) and certain commercial plans to reduce
the risk of major adverse cardiovascular events in the REDUCE-IT patient population.
We encourage you to check that for yourself.
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Amarin thanks the clinicians and patients who participated
in the VASCEPA clinical studies

References: 1. Bhatt DL, Steg PG, Miller M, et al; on behalf of the REDUCE-IT Investigators. Cardiovascular risk reduction with icosapent
ethyl for hypertriglyceridemia [published online ahead of print November 10, 2018]. N Engl J Med. doi: 10.1056/NEJMoa1812792. 2. Bhatt DL,
Steg PG, Brinton EA, et al. Rationale and design of REDUCE-IT: Reduction of Cardiovascular Events with Icosapent Ethyl–Intervention Trial.
Clin Cardiol. 2017;40:138-148. 3. VASCEPA [package insert]. Bedminster, NJ: Amarin Pharma, Inc.; 2017. 4. Bays HE, Ballantyne CM, Kastelein
JJ, Isaacsohn JL, Braeckman RA, Soni PN. 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. 2011;108(5):682-690. 5. Ganda OP, Bhatt DL, Mason RP, Miller M, Boden WE. Unmet need for adjunctive dyslipidemia therapy in
hypertriglyceridemia management. J Am Coll Cardiol. 2018;72(3):330-343. 6. Heron M, Anderson RN. Changes in the leading cause of death:
recent patterns in heart disease and cancer mortality. NCHS Data Brief. 2016;(254):1-8. 7. Centers for Disease Control and Prevention. Leading
causes of death (LCOD) in males United States, 2014 (current listing). https://www.cdc.gov/healthequity/lcod/men/2014/index.htm. Updated
January 26, 2017. Accessed November 7, 2018. 8. Centers for Disease Control and Prevention. Leading causes of death (LCOD) in females United
States, 2014 (current listing). https://www.cdc.gov/women/lcod/2014/index.htm. Updated January 13, 2017. Accessed November 7, 2018.
9. American Heart Association. Cardiovascular disease: a costly burden for America. Projections through 2035. http://www.heart.org/idc/
groups/heart-public/@wcm/@adv/documents/downloadable/ucm_491543.pdf. Accessed November 7, 2018. 10. ACCORD Study Group; Ginsberg
HN, Elam MB, Lovato LC, et al. Effects of combination lipid therapy in type 2 diabetes mellitus. N Engl J Med. 2010;362(17):1563-1574. 11. ORIGIN
Trial Investigators; Bosch J, Gerstein HC, Dagenais GR, et al. n–3 fatty acids and cardiovascular outcomes in patients with dysglycemia. N Engl J
Med. 2012;367(4):309-318. 12. Risk and Prevention Study Collaborative Group. n–3 fatty acids in patients with multiple cardiovascular risk factors.
N Engl J Med. 2013;368(19):1800-1808. 13. Rauch B, Schiele R, Schneider S, et al; for the OMEGA Study Group. OMEGA, a randomized, placebocontrolled trial to test the effect of highly purified omega-3 fatty acids on top of modern guideline-adjusted therapy after myocardial infarction.
Circulation. 2010;122(21):2152-2159. 14. Centers for Disease Control and Prevention. Heart disease fact sheet. https://www.cdc.gov/dhdsp/
data_statistics/fact_sheets/fs_heart_disease.htm. Accessed November 7, 2018. 15. Benjamin EJ, Virani SS, Callaway CW, et al; on behalf of the
American Heart Association Council on Epidemiology and Prevention Statistics Committee and Stroke Statistics Subcommittee. Heart disease
and stroke statistics 2018 at-a-glance. https://healthmetrics.heart.org/wp-content/uploads/2018/02/At-A-Glance-Heart-Disease-and-StrokeStatistics-2018.pdf. Accessed November 7, 2018. 16. Borow KM, Nelson JR, Mason RP. Biologic plausibility, cellular effects, and molecular
mechanisms of eicosapentaenoic acid (EPA) in atherosclerosis. Atherosclerosis. 2015;242(1):357-366.

NEW
CV OUTCOMES
DATA
In statin-treated adults with well-controlled LDL-C and CV risk factors including TG ≥135 mg/dL
and either established CVD or diabetes and other CV risk factors1,2

VASCEPA 4 g/d DEMONSTRATED
UNPRECEDENTED REDUCTIONS
IN CV EVENTS1
®

Secondary endpoint:
Primary endpoint:
COMPOSITE
5-POINT MACE* CV DEATH, MI, STROKE

25%

RRR

NNT=21

HR=0.75 (95% CI, 0.68-0.83)
P=0.00000001

26%

RRR

NNT=28

CV DEATH

20%

RRR

HR=0.74 (95% CI, 0.65-0.83) HR=0.80 (95% CI, 0.66-0.98)
P=0.0000006
P=0.03

Hard MACE
MI
STROKE
FATAL OR NONFATAL FATAL OR NONFATAL

31%

RRR

28%

RRR

HR=0.69 (95% CI, 0.58-0.81) HR=0.72 (95% CI, 0.55-0.93)
P<0.001
P=0.01

Download the article at www.vascepahcp.com/NEJM
*5-point MACE was defined as a composite of first occurrence of CV Death, Nonfatal MI, Nonfatal Stroke, Coronary Revascularization,
and Unstable Angina Requiring Hospitalization.

FDA-APPROVED INDICATION AND LIMITATIONS OF USE FOR VASCEPA3
• VASCEPA® (icosapent ethyl) is indicated as an adjunct to diet to reduce triglyceride (TG) levels in adult
patients with severe (≥500 mg/dL) hypertriglyceridemia
• In patients with severe hypertriglyceridemia, the effect of VASCEPA on cardiovascular mortality or morbidity
or on the risk of pancreatitis has not been determined
FDA has not reviewed and opined on a supplemental new drug application related to REDUCE-IT. FDA has thus
not reviewed the information herein or determined whether to approve VASCEPA for use to reduce the risk of
major adverse cardiovascular events in the REDUCE-IT patient population.
While overall adverse event rates were similar across treatment groups there were numerically more serious
adverse events related to bleeding; overall rates were low (2.7% for VASCEPA vs 2.1% for placebo, P=0.06), with
no fatal bleeding observed in either group and no significant increase in adjudicated hemorrhagic stroke or
serious central nervous system or gastrointestinal bleeding.
Please see Important Safety Information for VASCEPA on pages 2 and 7.
Please see accompanying full Prescribing Information for VASCEPA
or go to www.vascepahcp.com.
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