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Background

» Cardiovascular disease (CVD) is a leading cause of mortality in

Results

» Baseline characteristics are shown in Table 1.

Figure 1. CETP Inhibition With Obicetrapib: Potential Renoprotection via Increased HDL

Table 1. Baseline clinical characteristics and
medication use

atients with chronic kidney disease (CKD), particularly those Baseline demographics, blood pressure, and a) In chronic kidney disease, HDL-C b) Obicetrapib is a CETP inhibitor c) In patients with CVD, obicetrapib Obicetrapib Placebo
i d d and th i hat i HDL-C and d kid f ion decline* Parameter X
with severe renal dysfunction??2 concomitant medications (angiotensin-converting Is reduced and the protective _ thatincreases HDL-C and may attenuated kidney function decline (n=1888) (n=944)
L ) . functions of HDL are affected improve HDL particle functionality vs placebo Age, years 64 (1) 64 (10)
« Low levels of high-density lipoprotein cholesterol (HDL-C) in enzyme inhibitors, angiotensin rgcept_or blockers, Females, n (%) 680 (36.0) 337 (35.7)
patients with CKD is associated with adverse cardiovascular sodium-glucose cotransporter 2 inhibitors) were @ J HDL-C bicetraoib Obicetrapib Placebo White race, n (%) 1437 (76.1) 745 (78.9)
and renal outcomes (Figure 1A)34 well-balanced in BROADWAY and BROOKLYN and = ] R ] Body mass index, kg/m? 204 (5.3) 207 (5.7)
. s . remained stable throughout the trials . @ T HDL-C History of ASCVD, n (%) 1559 (82.6) 778 (82.4)
» Cholesteryl ester transfer protein (CETP) inhibition raises HDL-C J . ‘, — J» ApoA1 W ——r - -0.41 HeFH, n (%) 506 (26.8) 254 (26.9)
and may restore its function in renal protection (Figure 1B)® * The pooled treatment comparisons of the W — ~ . 1 ApoA1 . Diabetes, n (%) 658 (34.9) 355 (37.6)
annualized change in eéGFR and annualized - Ao cEre \ © ORI e Hypertension, n (%) 1448 (76.7) 738 (78.2)
: : . re-3 HDL ; . i
Ob'ective percent change in UACR are shown in Figure 1C pre-B © © 1 pre-B HDL 35*:?52.‘1832 eGFR, n:LImln/1.73m2 85.1 (18.2) 85.7 (17.7)
j and 2 Dysfunctional HDL: Can obicetrapib improve renal function . ::I:;i‘t’ % pm ?021 ((138; ?021 ((14?;
: . . e | . through increasing HDL-C? . . . -C, mg
+ To inform the clinical potential of the use of the CETP inhibitor —  Obicetrapib had a slower annualized decline in i cholesfterol efflux capacity ) e AT LT il =5 10 SRSl HDL-C, mgldL 50 (15) 50 (15)
i ib i i i imini i . anti-inflammatory and antioxidant effects pooled analysis of 2 phase 3 trials of patients treated for ApoB, mg/dL 93 (27) 94 (28)
assessments after the last dose of study drug P and the relationship between HDL-C levels and renal event risk | hsCRP, mg/L 13(0.6,3.4) 14(0.6,3.2)
Methods were excluded in an on-treatment analysis, § Renal Medication use
« BROOKLYN (NCTO5425745) and BROADWAY (NCT05142722) g R(::ﬂstored HDL function improves renal Patient characteristics: S & High-intensity statins, n (%) 1314 (69.6) 648 (68.6)
. . . — There was no significant difference observed microvascular health: + Adults with ASCVD ? Ezetimibe, n (% 573 (30.3 274 (29.0
were phase 3, randomized, double-blind, placebo-controlled trials 9 . . . Improves endothelial function and/or HeFH N *Obicetrapib had a statistically significantly slower annual oK i:hi:)i(tor)n o) o 2 y 9)) o 26 3))
evaluating the effect of obicet ib 10 di tt between groups in annualized Changes in UACR * Reduces inflammation * Maximally tolerated LLT s . . decline in eGFR compared with placebo; there was no ALLK ' :
g the effect of obicetrapi mg as an adjunct to L . ] obicetrapib 10 mg (n=1686) | ecine in e . . ’ .
) e . _ There were no ObViOUS differences in events Of * Enhances reverse cholesterol transport within the « Baseline LDL-C not g significant difference in annualized percent change in UACR
maximally tolerated lipid-lowering therapy (LLT) over 1 year renal microvasculature adequately controlled % between the obicetrapib and placebo groups. Continuous variables presented as mean (standard deviation) or median (quartile 1,

special interest related to liver and kidney
function, new diabetes or worsening glycemic
control, macular degeneration, or cardiovascular

quartile 3) and categorical variables as number (percentage).

— BROOKLYN included 354 adult participants with heterozygous
familial hypercholesterolemia (HeFH) with fasting low-density

lipoprotein cholesterol (LDL-C) 270 mg/dL and triglycerides ; Figure 2. Treatment comparison of annualized change in eGFR (mL/min/1.73 m2 per Figure 3. Predicted eGFR change at Figure 4. Spline of time-weighted achieved
<400 mg/dL events o year) and UACR (% change) in a pooled analysis of BROADWAY and BROOKLYN 1 year for patients treated with obicetrapib | HDL-C vs the absolute risk of the renal event
— BROADWAY included 2530 adult participants with HeFH and/or | ° VVaterfall plots demonstrating individual-level eGFR (a) and patients treated with placebo (b) | composite through 1 year in BROADWAY
atherosclerotic cardiovascular disease (ASCVD) and LDL-C change. at 1 year for obicetrapib and placebo are and BROOKLYN
>100 mg/dL or LDL-C 255 mg/dL with risk factors shown in Figure 3 a) All eGFR b) On-treatment eGFR® c) UACR 6 s
* Fasting lipoprotein lipids and laboratory investigations, including — There was no evidence of_heterogenelty n Obi b Placeb _ _ Difference=-3.25% 2 a) 61
those for estimated glomerular filtration rate (eGFR)—calculated treatment effects by baseline eGFR <60 (n'=c1et8r§§; (12944) 22':?3;‘5;" Z',i%iﬁ‘; P=043 g 3 — 1-year renal event rate, %
with the 2021 Chronic Kidney Disease Epidemiology Collaboration mL/min/1.73 m? vs 260 mL/min/1.73 _m2 for g g 2g 2 = 95% ClI
(CKD-EPI) formula—were measured, and adverse events, events placebo (Pineraciion=0-44) or obicetrapib g g 40 - P=037 Z’E 0 £ 4
of special interest (including renal abnormalities), and concomitant (Pinteraction=0-56) :% :% | 3.56% <"5§ :; ] E
medication use were assessed * A spline analysis of time-weighted achieved HDL-C % % e 2% °E jﬁ ] %
- Apooled analysis of both clinical trials was performed and included vs renal events demonstrated a strong association E £ & 307 5] T 2]
all randomized participants with at least 1 postbaseline eGFR between higher achieved HDL-C and lower renal §> ; £ 25+ -6 K
assessment (n=2832) or at least 1 postbaseline urine albumin-to- event risk (spline nominal £<0.0001), independent 5 5 1P 5 { b) n=944
creatinine ratio (UACR) measurement (n=1897) (Figure 1B) of baseline HDL-C and eGFR (Figure 1C and 4) 3 3 5 . e 3 05’,'0 o 0 0 10 180
« Treatment comparisons of the annualized change in eGFR and the | ¢ Participants receiving obicetrapib compared with E o 1.08 E 1 %5 .
annualized percent change in UACR were performed using placebo had nominally fewer composite renal < P=0.0001 <12 o 109 Pooe SE 0 Time-weighted achieved HDL-C, mg/dL
repeated measures mixed effects models with random intercept, events (36/1888 [1.9%] vs 28/944 [3.0%)]), including F=0.0003 051  0.23% EE ] Analysis included all intent-to-reat partcipants with at east 1
unstructured covariance matrices and terms for baseline value, fewer cardiovascular deaths, fewer cases of eGFR Difference=0.67 0.0 A °E .3 postbaseline eGFR assessment. Spline is restricted cubic with knots at
treatment assignment, study, time, and the interaction between <15 mL/min/1.73 m2, and fewer cases of >40% ominel P=0.02 Difference=0.82 Obicetrapib  Placebo e e ontioe of it tod achiovod HDLG Frore wore 54 ovonte
treatment assignment and time decline in eGFR aExcluded eGFR assessments after last dose of study drug. Nominal P=0.01 (n= ) (n=656) -6

among 2832 participants. Spline nominal P<0.0001 from proportional
hazard model reflects adjustment for HDL-C, baseline eGFR, and study.

Conclusions [=] 5 m] Vie\évl.ou:. recent
i : : i L ip e i : i i : i i g publication on
* In patients at high cardiovascular risk, CETP inhibition with obicetrapib demonstrated signals of renal preservation, including significantly slower eGFR = el : :
decline, fewer renal events, and a favorable trend in time-to-renal event analyses CImlc_aI R_elevance _ _ _ _ _ _ =] this topic
 There was a strong association between higher achieved HDL-C and reduced renal risk, independent of baseline HDL-C and baseline eGFR ) :;322:;":‘:‘3 Igjl]):zzgr:;ca:\?eranf:?nuaa;eflayvg::;’o?;e; fti’gfésri,t::t‘aesita:fc:)r,no:t?\?rcgtt;arz:ﬁI;eag\?;ic:lal?ehffiélc, el
 These analyses reinforce the plausibility of CETP inhibition as a renoprotective mechanism that is potentially mediated through increased HDL, which ’ Access the
would be expected to improve endothelial function, reduce inflammation, and enhance reverse cholesterol transport within the renal microvasculature3. poster
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