PCSK9 inhibitors

Proprotein convertase subtilisin/kexin type 9 (PCSK9) is an enzyme that binds
to low-density lipoprotein receptors (LDL receptors), which stops LDL being
removed from the blood, leading to an increase in blood levels of LDL. The
PCSKO9 inhibitor blocks the PCSK9 enzyme, resulting in more LDL receptors
available to remove LDL from the blood, which produces in a decrease in LDL
blood levels.

MECHANISM OF ACTION

Proprotein convertase subtilisin/kexin type 9 (PCSK9), an enzyme (serine
protease) encoded by the PCSK9 gene, is predominantly produced in the liver .
PCSK9 binds to the low density lipoprotein receptor (LDL-R) on the surface of
hepatocytes, leading to the degradation of the LDL-R and higher plasma LDL-
cholesterol (LDL-C) levels. Antibodies to PCSK9 interfere with its binding of the
LDL-R leading to higher hepatic LDL-R expression and lower plasma LDL-C levels



PCSK9 pathway and effect of PCSK9 antibody on LDL-R
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LDL-R: low density lipoprotein cholesterol receptor.
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The potential indications for the use of these drugs are
discussed separately.

"Familial hypercholesterolemia in adults: Treatment®

'"Third-line treatment'

"Treatment of drug-resistant hypercholesterolemia“

"Management of low density lipoprotein cholesterol (LDL-C) in the
secondary prevention of cardiovascular disease®

- "Management of low density lipoprotein cholesterol (LDL-C) in the
secondary prevention of cardiovascular disease"
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Pharmacokinetics and pharmacodynamics of alirocumab and evolocumab
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Medication forms

Alirocumab and Evolocumab are
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Drug Name ¢

Praluent (Pro)

Unbound

Generic name: alirocumab

below the limit of quan
ound in PCSK9 or LDL-

Repatha (Pro)

Generic name: evolocumab
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Side effects

The most common side effects are: flu-like
symptoms such as cold, nausea, back and joint
pain. soreness or itchiness where you give the
injection. muscle pain
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