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loss-of-function mutations in the APOC3 gene are associated with
40% lower plasma TG levels and a 40% lower risk of CVD
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Volanesorsen Mechanism of Action

Preventing Formation of ApoC-IIl by a Second Generation Antisense
Oligonucleotide (ASO)

Attributes of Antisense Drugs

+ Highly specific, with reduced
potential for off-target
binding

* No known drug/drug
interactions, not metabolized
by CYP450 pathways

* Unable to cross placenta and
blood/brain barrier
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« All drugs in this lecture (new LDL-C LOWERING AGENTS) are not

considered first line therapy

« They all have activities, but we use them as Add On Drugs to
Statins (and others) ,rather than being new drugs .



apolipoprotein(a)

Agent Mechanism of Main Lipid Administration Side-Effects Comment
Action Lowering Scheme
Effect
Statin HMG-CoA inhibition LDL - C Ix/day p.o. Myopathy, Side-effects are rare, novel statins like
increased liver rosuvastatin and atorvastatin can be taken in
enzymes the morning because of long t 1/2
Ezetimibe NPCILI protein LDL-C Ix/day p.o. Diarrhoea Side-effects are rare
inhibition
PCSK9i PCSK?9 inhibition LDL-C 2x/month (Ix/ Injection site Side-effects are rare, not more than placebo
alirocumab/ \ (!~ month) s.c. reactions
( Monocjwwo )va'u <% )
evolocumab)
Inclisiran siRNA targeting LDL-C 2x/year s.c. Injection site Side-effects are rare, not more than placebo
mRNA PCSK?9 reactions (still under investigation)
Bempedoic Inhibiting ACL and LDL-C |/day p.o. Not greater than Alernative to SAMS?
acid AMPK placebo
lcosapent LPL? TGs |/day p.o. ? Benefit of long-term use of this agent still
ethyl needs to be proven; many pleiotropic effects
Volanesorsen Antisense TGs 2x/year s.c. Thrombocytopenia Treatment of ultra rare LPL deficiency
m s oligonucleotide to and injection-site
ﬁ(PDC — C‘) apo C-IllI reactions
ANGPTL3 Monoclonal anti- TGs, LDL-C 2x/year s.c.? Not yet fully Studies are ongoing
ANGPLT3 antibody determined
and ASO
Pemafibrate Peroxisome TGs |/day p.o. Liver enzymes? Clinical data as well as long-term efficacy
proliferator-activated and safety need to be investigated
receptor alpha
modulator
Pelacarsen ASO to Lp(a) 2x/year s.c.? ? The agent is in phase Il trial

Abbreviations: HMG-CoA, 3-hydroxy-3-methylglutaryl-coenzyme A reductase; LDL-C, Low density lipoprotein cholesterol; NPCILI, Niemann-pick-C1 like-1 protein;
PCSKZ9i, inhibitor of proprotein kexin serin convertase type 9; p.o., peroral therapy; s.c., subcutaneous therapy; ACL, Adenosine triphosphate-citrate lyase; AMPK, adenosine
monophosphate-activated protein kinase; SAMS, statin associated muscular symptoms; TGs, Triglycerides; LPL, lipoprotein-lipase; Apo-Clll, Apolipoprotein CIlll; ANGPTL3,
Angiopoietin-Like 3; ASO, anti sense oligonucleotide; Lp(a), lipoprotein (a).
Notes: ? indicates unknown side effects.
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