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Results

* In both trials, all atherogenic lipoproteins were significantly reduced and HDL-C was significantly increased from baseline in all obicetrapib monotherapy and combination therapy arms
Figure 1. CETP inhibition reduces atherogenic apolipoprotein B vs their respective controls (all P<0.01) (Figures 2 and 3)

(ApoB)-carrying lipoproteins « Across both trials, treatment with obicetrapib was generally safe and well tolerated when administered alone and in combination with statins (Tables 1 and 2)
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Background

* Robust evidence demonstrates that reducing the
concentration of low-density lipoprotein cholesterol
(LDL-C) results in a significant reduction in the risk

 This finding has stimulated a major effort to develop
drugs that provide additional lowering of LDL-C
when administered with a statin®>’

Figure 3. Percent change from baseline at week 8 in LDL-C (primary endpoint) and
other lipoproteins in the Japan trial®

Figure 2. Percent change from baseline at week 12 in LDL-C and HDL-C (coprimary
endpoints) and other lipoproteins in TULIP2.b
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» Obicetrapib is a novel, oral CETP inhibitor in phase

m Placebo + statin (N=26) ® 10 mg obicetrapib + statin (N=26)
aP values are from a mixed model for repeated measures with treatment, visit, and treatment-by-visit as factors
and baseline value as a covariate. Missing at random was assumed for all missing data.
*P<0.0001.

i . m Placebo (N=37) m10 mg obicetrapib + 20 mg atorvastatin (N=38) ® 10 mg obicetrapib + 10 mg rosuvastatin (N=38)
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. . aData are least-squares mean (95% CI); Lp(a) is presented as median (25-75th percentiles). PN includes all patients
for CV disease with elevated LDL-C” HDL DL g (95% CI); Lp(a) is p ( p ) p

who received at least one dose of study drug and had both baseline and week 12 data. °®N=36. IN=37.
*P<0.0001. TP<0.01.

Table 2. TEAEs occurring in at least 1 subject overall across all treatment
conditions in the safety population in the Japan trial

Table 1. Rates of adverse events occurring in >5% of patients receiving 10 mg
obicetrapib monotherapy in TULIP2.

OBJECTIVE

 To investigate, in results from prior trials, the efficacy and safety of a potential fixed dose of obicetrapib with low-dose atorvastatin Randomized Treatment Group

Placebo (N=26) 10 mg obicetrapib (N=26)

Randomized Treatment Group System organ class, preferred term?

Adverse Events 20 mg atorvastatin + 10 mg rosuvastatin +

or rosuvastatin A 1) 1) @ TR 10 mg obicetrapib 10 mg obicetrapib Any TEAEb 15 (57.7%) 15 (57.7%)
Ne 40 40 40 41 Infections and i_n_festations 5 (19.22/0) 4 (15.4;%)
N with any AEs 32 (80%) 33 (83%) 28 (70%) 34 (83%) (N:gsvogi?;yng't's 31((131_5%{")) f ggog
M elt h Od S N with severe AEs 2 (5%) 2 (5%) 2 (5%) 3 (7%) Metabolism and nutrition disorders 4 (15.4%) 3 (11.5%)
_ _ _ _ _ N with serious AEs 0 2 (5%) 1 (3%) 1 (2%) Diabetes mellitus 0 1(3.8%)
« Two multicenter, randomized, double-blind, placebo-controlled phase 2 trials were conducted in the Netherlands, Denmark (TULIP, N with AE leading to Hypoglycemia 0 1(3.8%)
NCT01970215), and Japan (NCT05421078) interruption/withdrawal 4 (10%) 5 (13%) 4 (10%) 0 Decreased appetite 1(3.8%) 1(3.8%)
’ Nasopharvnaitis 7 (18%) 8 (20%) 14 (35%) 6 (15%) Diabetes mellitus inadequate control 1(3.8%) 1(3.8%)
* In TULIP, participants (n=364) were 18 to 75 years of age not taking LLT (or after washout) with LDL-C 96.7 to 174 mg/dL, high-density Head:ch:’ g = (180;) - (200/") y (100/") - (150/") Hyperglycemia - _ 2(7.7%) 0_
lipoprotein cholesterol (HDL-C) 30.9 to 69.6 mg/dL, and triglycerides <399 mg/dL Abdominal pain uper , ° : (50/‘; . ° : ° Mug:l;fsﬁeta' and connective tissue disorders g 8?; ;; 3»2 ((171.-75:/3)
« Participants received 1, 2.5, 5, or 10 mg obicetrapib or matching placebo; or 10 mg obicetrapib + 20 mg atorvastatin, 10 mg obicetrapib + Myalgia 2 (5%) 1(3%) 0 2 (5%) Arthralgia 1(3.8%) 1(3.8%)
. . . . . Investigations® 2 (7.7%) 3 (11.5%)
10 mg rosuvastatin, or 20 mg atorvastatin or 10 mg rosuvastatin alone for 12 weeks. Percent change from baseline in LDL-C, ApoB, Influenza 1(3%) 4 (10%) 0 3 (7%) Blood pressure increased 0 1(3.8%)
non-HDL-C, lipoprotein (a) (Lp[a]), and HDL-C and adverse events (AEs) were assessed at 12 weeks Back pain 3 (8%) 2 (5%) 1(3%) 5 (12%) Gastrointestinal disorders 1(3.8%) 0
: - . : - o o o o Diarrh 1(3.8% 0
* In the Japan trial, participants (n=102) included Japanese men and women 18 to 80 years of age with LDL-C >70 mg/dL or non-HDL-C Diarrhea 16 0/") 2 (5f’) 4 (10%) 2 (5f’) Res,;?:;tSfy, thoracic, and mediastinal disorders ( 5 : 3 (11.5%)
>100 mg/dL and triglycerides <400 mg/dL within the past 3 months and were taking atorvastatin 10 or 20 mg per day or rosuvastatin 5 to Dizziness 2 (5%) 1(3%) 0 1(2%) Rhinitis allergic 0 2 (7.7%)
. . Influenza like illness 1 (3%) 0 1(3%) 1(2%) Vascular disorders 1(3.8%) 0
10 mg per day for =28 weeks prior to screening Cough " . . 2 Hyperiension TG 5

« Participants received 2.5, 5, or 10 mg/day obicetrapib or matching placebo as an adjunct to stable statin for 8 weeks. Percent change from
baseline in LDL-C, ApoB, non-HDL-C, and HDL-C and AEs were assessed at 8 weeks

aData are presented as number of patients (% of population per treatment group) unless otherwise indicated. PData
are presented in order of decreasing frequency (of AEs reported by patients receiving obicetrapib monotherapy) and
then alphabetically. °N includes all patients who received at least one dose of study drug.

aTerms were coded using the Medical Dictionary for Regulatory Activities (MedDRA), version 25.0.

bTEAEs were defined as AEs that started after the first dose of study drug.

Investigations are the MedDRA system organ class defined as laboratory tests and other medical investigations that

gave an unusual reading.

Conclusions

 Obicetrapib, when used either as monotherapy or in combination with a statin, reduced LDL-C, ApoB, Lp(a), and non-HDL-C levels, while also significantly increasing HDL-C concentrations

* Obicetrapib was well tolerated across all treatment groups

+ A fixed-dose combination of 10 mg obicetrapib with low-dose atorvastatin or rosuvastatin, which may be a more attractive treatment option to clinicians and patients than high-intensity statins, is expected to allow patients with dyslipidemia to substantially improve their lipid profile
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