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Background Results

Figure 1: Pooled incidence of MACE (composite of coronary

e ey e ol + Baselnecharacorisics ar shown  Tabl 1
- - - .07/0 : : . : - - : :
lipoprotein (a) [Lp(a)] by up to 56.2%-3 « Obicetrapib produced greater reductions in LDL-C (-34.0 vs stroke, or coronary revascularization) in 12-month study period

-4.0 mg/dL, -37.8% vs -4.6%) and Lp(a) (-9.8 vs 0 nmol/L,

* In a pooled analysis of 2 phase 3 studies, 123 patients (4.3%) experienced at least 1 cardiovascular event during the 12-month HR (95% CI1)=0.77 (0.54, 1.11), P=0.16

-32.5% vs 0%) compared with placebo

period, and treatment with obicetrapib was associated with a reduction in major adverse cardiovascular events (MACE)* | _ _ X 6 - Placebo 5%
* The extent to which these lipoprotein reductions contribute to the effect of obicetrapib on MACE has not previously been studied * Obicetrapib reduc_ed_ MACI.E (cqronary_heart disease death, g 5. Acebo 970
nonfatal myocardial infarction, ischemic stroke, or coronary S
= = revascularization) by 23% (hazard ratio [HR]: 0.77; 95% 8 4 -
ObjeCtlve confidence interval [Cl]: 0.54-1.11; P=0.16) (Figure 1) ﬁ 3 .
. . . ) : . . . | _ _ .
To characterize the extent to which LDL-C and Lp(a) reductions contribute the effect of obicetrapib on MACE . LDL-C and Lp(a) were significant individual mediators of MACE E . = Obicetrapib 3.9%
and jointly mediated 84.5% of the effect of obicetrapib on MACE 2 1
(Figure 2) a |
Methods 0 7 . : . - -
« BROOKLYN (NCT05425745) and BROADWAY (NCT05142722) were phase 3, randomized, double-blind, placebo-controlled | o o Months since randomization
trials evaluating the effect of obicetrapib 10 mg as an adjunct to maximally tolerated LLT Table 1. Baseline clinical characteristics
. oy A mediation analysis was performed using pooled data from the Placebo | Obicetrapib
Patient characteristics: BROADWAY andyBROOKEYN studies w?\epre 2884 participants LGl Figure 2: Individual and joint percent mediation of MACE
* Adults with ASCVD and/or HeFH with ASCVD or HeFH and elevated LDL-C despite maximally Mean age (years) 65.0 56.0 65,7 reduction by obicgtrapib vs placebo in the BROADWAY and
* Maximally tolerated LLT tolerated statins were randomized to treatment with obicetrapib BROOKLYN studies
- Baseline LDL-C not adequately controlled 10mg or placebo daily for 12 months Female (%) 35.9 36.3 36.2 100
._9 -
z _ _ — Time-weighted achieved concentrations in LDL-C and log- White race (%) 78.7 76.0 76.9 g . 84.5%
- Obicetrapib 10 mg (n=236) transformed Lp(a) were related to MACE risk in proportional Bod o % g 80 - 713.7%
Q hazard models that also included treatment assignment oY mass Ihdex 28.9 28.7 28.8 2% 60 -
2 Placebo (n=118) (kg/m?) O S .
m — The time-weighted concentration for each participant was a s E 10 - 41.6%
. single value calculated as the area under the curve (AUC) ASCVD (%) 82.4 82.5 82.5 5w
<;t Obicetrapib 10 mg (n=1686) using all a\{ailable valqes before the part.ic.ipant’s event date HeFH (%) 27 0 26.9 26.9 g ‘é 20 -
o or date of right censoring for the event divided by the number Dinbetes (7% - 24 - k 0
i iabetes (9 : : : ) ' '
o — The AUC was calculated using the linear trapezoidal rule Hypertension (%) 78.4 76.5 77.1 Log,(Lp(a))
ﬁSCV[r){ Iathteroslclerotic cardiovascular disease; HeFH, heterozygous familial accounting 11;0[' the number of days from baseline for each Current smoker (%) 20.5 20.9 20.8 MA(\thEtiTCIUded coronary hlea.rt c{?sease death, nonfatal myocardial infarction, ischemic stroke,
ypercnolesterolemia. assessmen ) ) ) and total coronary revascularizations.

 The MACE benefit observed in BROOKLYN and BROADWAY was primarily attributable to LDL-C reductions, with Lp(a) also being an important mediator 5
* The remaining treatment effect may be due to additional effects of obicetrapib related to MACE =W
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