Obicetrapib significantly increases plasma and high-density lipoprotein (HDL) levels of antioxidants
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Table 2b. Percent changes (baseline/V2 to week 2/V3 and week 8/V5) in levels of tocopherol lipophilic
antioxidants (y-tocopherol and a-tocopherol) in the non-HDL fraction.

% change vs V2

Methods
* Phase Il clinical trial registered at ClinicalTrials.gov: NCT05421078.
« Participants: Japanese men and women (n=102) who had not achieved 2022 Japanese Atherosclerosis

Background

* Obicetrapib, a next-generation CETP inhibitor in phase 3 clinical development, dramatically increases HDL
cholesterol, HDL particle concentration, and apoA1 (1, 2).

. Non-lipidated apoA1 (also known as pre-beta-1 HDL) captures cholesterol and lipophilic antioxidants (see Society Guidelines for the Prevention of Atherosclerotic Cardiovascular Disease, with documented Obicetrapib y-tocopherol a-tocopherol
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(implicated in Alzheimer’s disease) (7-9) « Participants received placebo or obicetrapib 2.5, 5, or 10 mg/d for 8 weeks.
* Preliminary investigations demonstrated CETP inhibition with obicetrapib increased pre-beta-1 HDL and ) PIasnII\a \s/agmpleds ;or thE aQ/a5Iy5|? were collected at clinic visits occurring at baseline (V2) and after 2 0
increased the uptake of lipophilic antioxidants (lutein, zeaxanthin, and a-tocopherol) in HDL particles (10). weeks ?an weeks (V5) of treatment. S o . -
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Figure 4. Percent change (baseline/V2 to week 8/V5) in oxLDL levels in plasma.
Table 1a. Percent changes (baseline/V2 to week 2/V3 and week 8/V5) in levels of carotenoid lipophilic
antioxidants (lutein, zeaxanthin, p-cryptoxanthin, and p-carotene) in the HDL fraction. Conclusions
Lipophilic antioxidants are distributed according to their lipophilicity in various lipoproteins.
E L1 Obicetrapib Lutein Zeaxanthin B-cryptoxanthin B-carotene Obicetrapib robustly increased all antioxidant levels in HDL and generally decreased antioxidant levels
T T B T e .y — ey P<005 in non-HDL across dose levels (2.5 mg to 10 mg). Despite a decrease in lipophilic antioxidants in non-
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10 mg 3816 123.98" 37 43 78,957+ 109.67" 280.92" 8699 | 36650~ | ****p<0.0001 of oxLDL. These data support the well-established evidence that HDL protects against LDL oxidation,

likely because of the large amount of lipophilic antioxidants transported by HDL. These results also
support the potential use of obicetrapib in diseases with high unmet medical need that are associated
with low HDL and low levels of lipophilic antioxidants in plasma and tissues, such as age-related
macular degeneration, neurodegenerative disorders, and sickle cell anemia.
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Figure 1. Chemical structures of (A) lutein, (B) zeaxanthin, (C) B-cryptoxanthin, (D) B-carotene,
(E) y-tocopherol, and (F) a-tocopherol.
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Figure 2. Approximate distribution of major carotenoids in plasma lipoproteins from a study that
administered a high lutein-zeaxanthin diet to 12 subjects (9).
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Table 2a. Percent changes (baseline/V2 to week 2/V3 and week 8/V5) in levels of carotenoid lipophilic

antioxidants (lutein, zeaxanthin, B-cryptoxanthin, and p-carotene) in the non-HDL fraction. Abbreviations

Objec'tive apo, apolipoprotein; CETP, cholesteryl ester transfer protein; HDL, high-density lipoprotein; LDL, low-density
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