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Exogenous pathway of lipid metabolism I the intestinal cell,
absorbed free Tatty acids combine with gly»cerol to Torm triglycerides,
and, to a lesser degree, absorbed cholesterol is esteritfied to Tarm
cholesteryw] esters. These lipids are assembled as chylomicrons; the main
apolipoprotein (apol) is BE—<5, but apo C—11 and E are acquired as the
chylomicrons enter the circulation. &Apo C—11 is a cafactor Tor lipopratein
lipase which makes the chylomicrons progressively smaller in part by
hydrolw=zing the core triglycerides and releasing Tree Tatty acids. The
chylomicron remmnants that are cleared from the circulation by hepatic
chylomicron remmnant receptors for which apo E is a high—affinity ligand.
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Endogenous pathway of lipid metabolism The endogenous pathvwayx begins
with the swynthesis in the liver of nascent “LOL particles,. containing
apolipaoproteins (apo) BE— 100 and E. Cholestery]l esters and other apolipopraoteins,
=orme aof which are deriwed frorm HDL catabolism, are added to form the mature
“LDL particle. The lipol»tic action of lipoprotein lipase (fTor which apo C—11 is the
prirmarsy ligandl) cleaves “LDOL into smaller “LDL remnpants that are enrichied in
apo B— 100 and E. The remmnants are either cleared by the LDL and remaant
receptors in the liver or hx»drolwzed by» hepatic triglvceride lipase to »ield LOL
particles containing apo B— 100,
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Pathways of HDL metabolism The liver and intestines synthesize small
nascent HOL particles. This iz followed by the procurement of surface
components (phospholipids, cholesterol, and apolipoproteins)y derived from the
lipolysis of chylomicrons and “LDL particles. Mature HDL particles acquire free
cholesterol from tissue sites; this cholesterol is esterified by the plasma
enzyme lecithin:cholesteraol acyl transferase (LCAT), which is activated
primarily by apolipoprotein &—1. Lipid transfer proteins, such as cholestery|
ester transfer protein (CETP), facilitate movement of these cholestery| esters
to apolipoprotein B-containing lipoproteins (“LDL, IDL, and LDLY.
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%* Proprotein convertase subtilisin/kexin type 9 inhibitors: Alirocumab and evolocumab

PCSK9: a secreted protease that has a role in controlling the number of LDL receptors available by

binding LDL-C receptors and preventing them from being expressed on the cell surface.

High levels of PCSK9 suppress LDL-C receptor activity, reducing the number of available

receptors, and result in raised circulating cholesterol.

Inhibition of PCSK9 will facilitate increased LDL-C receptor activity through increased number

of receptors, and hence lower circulating cholesterol levels

10
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+¥* Cholesterol ester transfer protein inhibitors

+3* CETP transfers cholesterol from HDL-C to LDL-C and VLDL-C, thereby altering the
HDL-C:LDL-C ratio in a potentially unfavourable manner. In epidemiological
studies,

* CETP inhibitors were thought to be a promising therapeutic option. However, of
the original four CETP inhibitors in development, three have been abandoned
because of increased mortality (torcetrapib) or lack of impact on CV events
despite adequate HDL increases (dalcetrapib and evacetrapib).

* Recently announced results of the REVEAL study of anacetrapib indicate a
modest reduction in CV events when added to in tensive statin therapy, with no
major safety signals (Bowman et al., 2017).

o Low-density lipoprotein apheresis: LDLJ| s5Las

°* A treatment option used in patients with severe treatment-resistant
hypercholesterolaemia.

* Lipoprotein apheresis removes LDL-C, Lp(a) and triglycerides from the plasma.

Limited availability at specialist centers only and the need for repeated
treatments on a weekly or twice-weekly basis.

* Lomitapide:

Inhibits microsomal triglyceride transfer protein which plays a major role in the

assembly and secretion of the lipoproteins in the intestine and liver

11
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* inhibits the synthesis of triglyceride-rich chylomicrons in the intestine and VLDL

(the precursor of LDL) in the liver

* ltis licensed for use only in patients with homozygous FH and may have a role in
preventing progression to LDL apheresis or, in those already receiving apheresis,

to reduce the frequency of sessions to minimize the impact on quality of life,>
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