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Most patients with heterorygous familial hypercholesterolemia Gail to
achieve adeguate low-density lipoprotein {1 DL} chalestenol lowering.
Herewe carried outarandomized trial to test the safery and efficacy of
obricetrapib, ahighly selective cholesteryl ester transfer protein inhibitor
that lowers LDL cholesterol levels in patients with heterozygous Familial

hypercholesterslemia and an LDL cholesterol level =70 mg dl ™ on maximally
telerated lipid:- lowering therapy. The trial enrolled 354 patients (190 women,
164 men) with amean LDL chobesteral level of 122 mgdl * (87% on statins) who

wererandomized (2:1) 1o receive abicerrapib 10 mg or placebodaily for
a5 days. For the primary endpaint, the change in LDL cholesterol from
baseling to day 84, obicetrapib treatment resulted in a placebo-adjusted
change in LDL cholesteral of =36.3% (95% confidence interval =42 2% to -30.4%,
P (OO ). I analyses ol secondary endpaines af day B4, preatment wit I
obvicetrapib resulted inplacebo-adjusted reductions inapolipoprotein Bof
24.4%, non-HDL cholesterol of =34.5% and lipeprotein(a) of -45.9%,_aswell as
aplacebo-adjusted increase in high-density lipoprotein cholesterol of £138.7%.
Obicetrapibwas well tolerated. These findings suggestthat obicetrapibis an
effective therapy for additional lipid lowering in patients with heterozygous
Familial hypercholesterolemia. Clinkcal Trials goy registration: MCTO542574 5.

Heterorygaus famiial lypercholestenolenas (HeFH] isa prevalent larm
of genetic dyslipidemnia, occummng in approsimately Lin M individu-
alsacross all regions of the world'. Individuals wich BeFH demonstrate
higher levels of low-density lipoprotein (LDL) cholesteral from birth
arid an increased risk of premature atherosclerotic cardiovascular
events’, Clinical guidelines recommendearly initiation of lipdd-lowering
therapdes to lower LOL chalesterod levels and reduce the nisk of adverse
oubcomes’, Hiowever, most patients withMeF H Fail to achieve adequate
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lipid bvwiring and remain at 3 high cardiovasculad ik ', SeveraliBers:
peutic agents ane available for the treatment of patients with HeFH
beyond stacing, including ezetimibe and bempedolc acid, which pro
duce modest incremental lipid lowering. and proprotein convertase
sultilisinkexin type ¥ (FCSESinhibitors and evinacumab, which are
injectable, costly and have barriers to access inthe dlinic. As a result,
adjunctive lipid-lowering theraples, beyond stating, are infrequentiy
used for the treatment of patients with HeF ™.

heck



