








Therapeutic Options for
Severe Hypertriglyceridemia
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Fibrates or niacin in combination with statins have not been
shown to reduce macrovascular cardiovascular events and
are primarily used for severe, or very high, triglyceride levels.
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Omega-3 fatty acids such as EPA and DHA can
also reduce triglyceride levels.'

Several studies did not demonstrate efficacy of
EPA-DHA combinations in reducing
cardiovascular events:*
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APOC3 ANGPTL3
Reduced levels of APOC3, ANGPTL3
and ANGPTL4 are all associated with
reduced triglycerides in the blood.
Several novel therapies are currently
in development.'?
( Apolipoprotein Angiopoietin-like Angiopoietin-like \
C3 protein 3 protein 4
olezarsen evinacumab lipisense
APOC3 inhibitor ANGPTL3 inhibitor ANGPTL4 inhibitor
plozasiran zodasiran and solbinsiran MAROO1
siRNA inhibitor targeting siRNA inhibitors of ANGPTL3 ANGPTL4 inhibitory
APOC3 mRNA antibody

*Whilst these trials did not demonstrate efficacy for EPA-DHA combination therapy, the REDUCE-IT

trial showed that icosapent ethyl (made from purified EPA) can reduce cardiovascular events.’
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Icosapent Ethyl for
CV Risk Reduction

.

Icosapent ethyl can reduce
triglyceride levels and CVD risk.

o PA It may also have anti-inflammatory,
n plague- and membrane-stabilizing,

and antioxidative properties.
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Icosapent Ethyl for CV Risk Reduction?

Efficacy Safety
= Reduction in 5-point = Higher rates of Afib/Aflutter, especially in
MACE patients with prior history
= Reduction in CV mortality = Slight increase in primarily minor bleeding
. J
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REDUCE-IT Trial
:
A randomized control Compared icosapent ethyl with a Examined the impact
trial of 8,179 people placebo in patients with elevated TG of icosapent ethyl on
from 11 countries levels on background statin therapy cardiovascular disease
g 7

REDUCE-IT Showed Icosapent Ethyl:'

QO

Can reduce triglyceride Can significantly lower Shows an acceptable
levels by 20% cardiovascular risk (25% safety profile
relative risk reduction)

Icosapent ethyl was shown to reduce
the risk of cardiovascular events.*
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Other studies, like JELIS, Respect-EPA, CHERRY, and EVAPORATE,
demonstrated consistent and beneficial effects on cardiovascular risk
reduction and/or changes in plaque characteristics.
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*However, the exact mechanisms of benefit are not completely elucidated, and icosapent ethyl

may reduce CV events by a mechanism independent of triglyceride lowering.?
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