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P Elevated levels of LDL-C are the root cause of cardiovascular disease

» Cardiovascular disease (CVD) is the leading cause of death among
adults worldwide

* Hyperlipidemia nearly doubles the risk of developing CVD

* Elevated levels of LDL cholesterol (LDL-C) are the root cause of
atherosclerosis, the process that leads to CVD

Absolute reduction of LDL-C,
and duration of that reduction,

is the keyto reducing cardiovascular risks




How well are we treating our ASCVD patients?



» Europe Da Vinci Study: Overall LLT use & risk-based LDL-C goal attainment

Proportion patients receiving LLT (%)*
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The majority of patients were receiving moderate-intensity
statin monotherapy
Only 28% of patients were receiving high-intensity statin

(HIS) monotherapy
Few patients (9%) were receiving ezetimibe combo
A small number of patients (1%) received PCSK9i combo
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Approximately half (54%) of all patients did not achieve their
2016 risk-based LDL-C goal

Only one-third (33%) achieved their 2019 risk-based LDL-C
goal

*Stabilised LLT at time of LDL-C measurement. combo, combination; LDL-C, low-density lipoprotein chalesterol; LLT, lipid
lowering therapy; PCSK9i; proprotein convertase subtilisin/kexin type 9 inhibitor

Ray KK, et. al., DA VINCI study. EU-Wide Cross-Sectional Observational Study of Lipid-Madifying Therapy Use in Secondary and Primary Care: the DA VINCI study. Eur | Prev Cardiol. 2021 Sep 20;28(11):1279-
1289. doi: 10.1093/eurjpc/rwaala?. PMID: 33580789,




How can we improve?



P Moderate-intensity statin with ezetimibe observed to be non-inferior and better tolerated than high-intensity
statin, suggesting better adherence and less relevance of the MOA for lowering LDL-C

100 j’ —— High-intensity statin monotherapy
* Primary Endpoint = Composite of - —— Moderate-intensity statin with
cardiovascular death, major cardiovascular 15 ezetimibe combination therapy
event, or non-fatal stroke

* Moderate-intensity statin (>93% rosuva
10mg) with ezetimibe 10mg combination

therapy (n=1894) Absolute difference-0-78% (90% C1-2-39 to 0-83)

104
* High-intensity statin (>90% rosuva 20mg) /_,_/’f
monotherapy (n=1886)

+ At year three, 72% of patient achieved LDL-C
< 70mg/dl| on the combination vs 58% on
HIS, absolute difference 14.8% [95% C|
11.1-18.4] p<0.0001

Cumulative incidence (%)

* Discontinuation or dose reduction of the
study drug by intolerance was observed in
88 patients (4.8%) on the combination vs 0 [
150 patients (8.2%) on HIS (p<0.0001) 0 1 2 3

Time since randomization (years)

notherapy in patients with atherosclerotic cardiovascular
16-3

safety of moderate-intensity statin with e
bel, non-inferiority trial, The Lancet, Publish

Byeong-Keuk Kimet.al., Long-te
disease (RACING)




p Rationale to treat all very high- and extremely high-risk patients with combination therapy as
the initial strategy

Simplified treatment algorithm for very high-risk patients with ASCVD

Cardiovascular risk assessment -1

if if

VERY HIGH CVD RISK EXTREMELY HIGH CVD RISK

then then

r Start statin + ezetimibe -1 Start statin + ezetimibe + PCSK9-targeted therapy

if if
Reduction >50% or LDL-C <1.4 mmol/L Reduction <50% or LDL-C >1.4 mmol/L
then then

NO FURTHER ACTION NEEDED + PCSK9-targeted therapy or + bempedoic acid



How can we improve?



» Effect of bempedoic acid on LDL-C after 12 weeks of treatment

Persistent Hypercholesterolemia Despite Maximally
Tolerated Statin Therapy

Hypercholesterolemia But Unable to
Tolerate Statins
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= —30 | difference (95% C): difference (95% CI): -23.5 -23.6
-18.1(-200,-16.1) -17.4(-21.0,-13.9) Placebo-corrected difference Placebo-corrected difference
p<.001 p<.001 (95% C1): 95% Cl):
—40 - ~28.5(-34.4,-225) —21,4{{—25,1 }—1?‘?1
p<.001 pe< ‘00'1
-50 - M Bempedoic Acid Placebo B Bempedoic Acid Placebo
CLEAR Harmony Study CLEAR Wisdom Study | CLEAR Tranquility =~ CLEAR Serenity Study
Study
Baseline LDL-C, mg/dL BA Placebo BA Placebo BA Placebo BA Placebo
Patients, n: 1488 742 522 257 181 88 234 111
Mean: 103.6  102.3 119.4 122.4 129.8 123.0 1585  155.6
(SD): (29.1)  (30.0) (37.7) (38.3) (30.9) (27.2) (40.4)  (38.8)

Ballantyne CM. Cardiovasc Drugs Ther. In press



p Bempedoic Acid / Ezetimibe Combination
Non-Statin Mechanisms of Action (MOAs)

Bempedoic Acid
+ Inhibits ATP Citrate Lyase (ACL)

« Active in liver cells

« Acts in the same cholesterol
biosynthesis pathway as statins

» Upregulates LDL receptors

Adapted from Pinkosky et al. Nature Communications. 2016 Nov 28; DOI: 10.1038/ncomms13457;

Garcia-Calvo et al. Proc Natl Acad Sci USA. 2005; 102:8132-8137; Ference et al. European Heart Journal. 2017 0, 1-14.

Ezetimibe

+ Inhibits NPC1L1 (sterol transporter)
» Primary
+ Inhibition of gastrointestinal
cholesterol absorption

- Secondary
-+ Upregulates LDL receptors

© ®




P Phase 3 Study of Bempedoic Acid or Ezetimibe Alone or in Fixed-dose Combination vs
Placebo

- Patients at high risk due to ASCVD or HeFH with

Placebo Ezetimibe Bempedoic acid BA + EZE FDC LDL-C 2100 mg/dL, or multiple CVD risk factors
i = (n=88) la with LDL-C 2130 mg/dL
[ —38.0 (—46.5, -29.6
10 1 18 p{< 0.001 ) - All treatments added to stable background
g 5 T maximally tolerated statin therapy
g E 0 = ' ' - No safety concerns
g3 5 1
b E 10 1 Non-HDL-C Apo B
g2 s
£33 LS Mean %4 at 12 weeks
Qa -17.2
a -25 1 Placebo 1.8 5.5
= e -23.2
_35 - EZE -19.9 -15.3
i -19.0 -36.2 BA -14.1 -11.8
-45 -13.1 (-26.1,-11.9)
(-19.7,-6.5) p <0.001 BA + EZE -31.9 -24.6
p<0.001 |

) o All p<0.05 for BA + EZE vs placebo, EZE and BA
BA, bempedoic acid; EZE, ezetimibe; LS, least square.

Ballantyne CM, et al. Eur ) Prev Cardicl. 2020;27:593-603



p ANGPTL3 inhibition
LDL-R-independent hepatic uptake of ‘remnant’ particles
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ELIPSE HoFH Study: The addition of the ANGPTL3-inhibitor, evinacumab, for
homozygous FH (n=65)
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i Placebo [V Q4W | 22 19 20 21 20 29 20 21
Evinacumab 15 mglkg IV Q4W | 43 39 43 42 42 40 43 43

BaselineWk 2 Wk 4 Wk 8 WK 12 Wk 16 Wk 20 Wk 24
Analysis visit




» ELIPSE HoFH Study
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Number of patients
Null/Null 15 14 14 15 14 15 15 15
Not Null/Null 28 24 24 27 28 25 28 28



» Treatment algorithm for HoFH

HoFH
patients
Initiation of high-intensity High intensity statin ]
statin monotherapy is
standard of care
Ezetimibe is added when Cholesterol
patient is not at LDL-C absorption inhibitor
threshold (ezetimibe)
Add a PCSK9 1
inhibitor PCSK9
inhibitor
Add lomitapide or
ANGPTL3-inhibitor (evinacumab)

Apheresis for patients on
maximally tolerated therapy and
LDL-C > 7.8 mmol/L (300mg/dL)
or CAD and LDL-C > 5.2 mmol/L

(200mg/dL). ? GENE THERAPY




How does CETP fit in this pathobiology?



» HDL-Cinitial target for CETP inhibition

CETP inhibitors were initially developed based on the premise that increasing HDL-C would prevent CHD

Triglyceride 3.5 HDL-C 3.5 Nor-HDL-C
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CHD= Coronary Heart Disease

Emerging Risk Factors Collaboration, DI Angelantonio E, Sarwar N, Perry P, Kaptoge 5, Ray KK, Thompson A, Wood AM, Lewington $, Sattar N, Packard CJ, Collins R, Thompson 5G, Danesh ). Major lipids,
apolipoproteins, and risk of vascular disease. JAMA. 2009 Nov 11;302(18):1993-2000. doi: 10.1001/jama.2009.1619. PMID: 19903920; PMCID: PMC3284229



» Dalcetrapib: Dal-OUTCOMES Study

ORIGINAL ARTICLE

Effects of Dalcetrapib in Patients
with a Recent Acute Coronary Syndrome

Gregory G. Schwartz, M.D., Ph.D., Anders G. Olsson, M.D., Ph.D., Markus Abt, Ph.D.
Christie M. Ballantyne, M.D., Philip ). Barter, M.D., Ph.D., Jochen Brumm, Ph.D.,

Bernard R. Chaitman, M.D., Ingar M. Holme, Ph.D., David Kallend, M.B., B.S.,
Lawrence A. Leiter, M.D., Eran Leitersdorf, M.D., John J.V. McMurray, M.D.,

Hardi Mundl, M.D., Stephen J. Nicholls, M.B., B.S., Ph.D., Prediman K. Shah, M.D.,

Jean-Claude Tardif, M.D., and R. Scott Wright, M.D.,
for the dal-OUTCOMES Investigators*

CVOT= Cardiovascular outcomes trial
Mi= Myocardial Infarction

CVOT with ~16,000 patients
with recent MI on lipid-
lowering therapy randomized
to dalcetrapib or placebo

Schwartz, GG, et, al., Effects of Dalcetrapib in Patients with a Recent Acute Coronary Syndrome, November 29, 2012, N Engl | Med 2012; 367:2089-2099, DOI: 10.1056/MNEIMoal 206797



p HDL-Cincrease in Dal-OUTCOMES did not lower CHD risk; the end of the HDL hypothesis

HDL cholesterol levels increased from baseline by 4 to
11% in the placebo group and by 31 to 40% in the

dalcetrapib group
Dalcetrapib . P - )
Dalcetrapib did not alter the risk of the primary end
s 1 point*
; ] =~ 1007 — Placebo
g Placebo g 90+ — Dalcetrapib
§ “-VrA—__‘—_-,/_,! E g 801
L s % 70+
104 g2 cod
5o
HE : o = % Tr N
Manths £ g 404 } . . .
. - 2 i 0 1 2 3
Dalcetrapib had a minimal effect on LDL cholesterol $8 ®
S f 20 P=0.52bylog-rank test
levels £ 1ol
5 e —
85+ Placebe o — T T T
= = 1 2 3
£ °=-.(a—-—"’/* T T e
3 No. at Risk
% Placebo 7933 7386 6551 1743
g 70 Dalcetrapib 7938 7372 6495 1736
§ 6%
60+
i H 6 12 2 3 *Composite of death from coronary heart disease, nonfatal myocardial infarction, ischemic stroke,
Months unstable angina, or cardiac arrest with resuscitation

Schwartz, GG, et, al,, Effects of Dalcetrapib in Patients with a Recent Acute Coronary Syndrome, Novemnber 29, 2012, N Engl ) Med 2012; 367:2089-2099, DOI: 10.1056/NEIMoal 206797



Dalcetrapib did not move LDL-C



b Evacetrapib: ACCELERATE Study

ORIGINAL ARTICLE
Evacel;rr?[ln__lllia zlalngi lel;;hovaisculay Outcomes CVOT with ~12,000 patients
gh=Risks Vascuar Disease with recent ACS, or other
" efiey 5. Ricsmeyen V. Py Barer, M.8x 5.5, Ph.D. vascular disease, on lipid-
C Michael Gibsom, M., Cvistopher Crange, M., Verns Menom, M., lowering therapy randomized
Gilles Montalescot, M.D., Ph.D., Daniel Rader, M.D., Alan R. Tall, M.B., B.S., to evacetrapib or placebo

Ellen McErlean, M.S.N., Kathy Wolski, M.P.H., Giacomo Ruotolo, M.D., Ph.D.,
Burkhard Vangerow, M.D., Govinda Weerakkody, Ph.D., Shaun G. Goedman, M.D.
Diego Conde, M.D., Darren K. McGuire, M.D., M.H.Sc., Jose C. Nicolau, M.D.,
Jose L. Leiva-Pons, M.D., Yves Pesant, M.D., Weimin Li, M.D., David Kandath, M.D.,
Simon Kouz, M.D., Naeem Tahirkheli, M.D., Denise Mason, B.S.N.,
and Steven E. Nissen, M.D., for the ACCELERATE Investigators*

CVOT= Cardiovascular outcomes trial
ACS= Acute coronary syndrome

Lincoff, AM. et al,. Evacetrapib and Cardiovascular Outcomes in High-Risk Vascular Disease, May 18, 2017, N Engl) Med 2017; 376:1933-1942, DOI: 10.1056/NEIMoal 609581



b ACCELERATE; LDL-C was measured by a direct assay

Table 2. Primary and Secondary Efficacy End-Point Events and Lipid Effects.

Evacetrapib Placebo Hazard Ratio
Event or Laboratory Variable (N=6038) (N=6054) (95% CI) P Value*
Primary composite end point — no. (%) 1 779 (12.9) 776 (12.8) 1.01 (0.91to 1.11) 091
Death from cardiovascular causes 143 (2.4) 166 (2.7) 0.86 (0.69 to 1.08) 0.19
Myocardial infarction 258 (4.3) 259 (4.3) 1.00 (0.84 to 1.18) 0.97
Stroke 94 (1.6) 98 (1.6) 0.96 (0.72 to 1.27) 0.77
Hospitalization for 1 ble ang 155 (2.6) 146 (2.4) 1.06 (0.85 to 1.33) 0.60
Coronary revascularization 487 (8.1) 485 (8.0) 1.01 (0.891t0 1.14) 0.94
Secondary composite end point — no. (%6)1 437 (7.2) 453 (7.5) 0.97 (0.85 to 1.10) 0.59
All-cause mortality — no. (%) 231 (3.3) 276 (4.6) 0.84 (0.70 to 1.00) 0.04
Lipids — % changef
HOL cholesterol 133.2+57.2 1.6+17.5 — <0.001
LDL cholesterol -31.1:27.6 6.0£29.0 —_ <0.001
Median triglycerides (IQR) -6.0 (-24t016.7) 0(-17.7t0 22.8) — <0.001
Apolipoprotein Al 50.5+30.8 1.1£215 — <0.001
Apolipoprotein B -15.5:22.3 3.8£220 —_ <0.001
Median lipoprotein(a) (IQR) -223 (-506t00) 0(-15.4t0 14.9) — <0.001

I ‘ Wrong assay!

LDL-C was measured using a direct assay vs
preparative ultra-centrifugation which is more
sensitive at low absolute LDL-C levels

Lincoff, AM. et al,. Evacetrapib and Cardiovascular Outcomes in High-Risk Vascular Disease, May 18, 2017, M Engl ) Med 2017; 376:1933-1942, DOI: 10.1056/NEIMoal 609581

Nichalls 51, Lincoff AM, Barter P, et., As
ACCELERATE trial. Am Heart ] 2015;170:1061-5.

ent of the clinical effects of cholesteryl ester transfer protein inhibition with evacetrapib in patients at highrisk for vascular cutcomes: rationale and design of the



b Kaplan-Meier curves for ACCELERATE, REVEAL and IMPROVE-IT studies

35 4 With only modest absolute ApoB lowering in all 3 studies (-15 mg/dl), Simvastatin
curves show separation later than the point in time that ACCELERATE . Simvastatin-Ezetimibe
30 1 stopped, indicating necessity of longer duration studies 5
® 25
@
m
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0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 Months Since Randomization

ACCELERATE study REVEAL study IMPROVE-IT study

HR 1.01 HR 0.91 HR 0.94
(95% €10.91,1.11) (95% Cl 0.85, 0.97) (95% Cl 0.89-0.99)




Evacetrapib's CVOT was underpowered and too short



b Anacetrapib: REVEAL Study

e NEW ENGLAND
JOURNAL o MEDICINE

ESTAELISHED IN 1812 SEPTEMBEER 28, 2017 VOL. 377 NO. 13

Effects of Anacetrapib in Patients with Atherosclerotic Vascular
Disease

The HPS3/TIMIS5-REVEAL Collaborative Group*

CVOT= Cardiovascular outcomes trial

CVOT with ~30,000
patients with occlusive
vascular disease on lipid-
lowering therapy
randomized to
anacetrapib or placebo

The HPS3/TIMISS-REVEAL Collaborative Group, Effects of Anacetrapib in Patients with Atheroscleratic Vascular Disease, September 28, 2007, N Engl ) Med 2017; 377:1217-1227, DOL:

10.1056/NEIMoal 706444



» REVEAL study results were initially misinterpreted based on the reported 41% LDL-C
reduction

At 4.1 years, two important learnings:

Learning 1: Predictable MACE benefit Learning 2: Baseline levels were too low

* 9% drop in MACE is exactly predicted by the CTT metaregression

* Baseline 60 mg/dL already below U.S. guideline goals
line

* Modest drug LDL-lowering potency (17%] resulted in very small
absolute reduction (only 11 mg/dL)

-

Indicates CETPi behaves like statins in reducing MACE

%N .’
2% -
5% P -_— 11 9%
- 't eomg I % = ma/dL ‘ benefit
15% - -
9% drop - ABSOLUTE Modest
i MACE == . baseline lowering LDL REDUCTION MACE%
LR -
s : benefit
@ 50 &0 ™

n n
11 mg/dL drop in
absolute LDL-C

At 6.4 years: 20% additional MACE risk reduction

Anacetrapib’s long half-life causes it to continue to have effects in patients (patients remained randomized)

At both time readouts, REVEAL showed statistically significant drop across all composites of MACE*

*Compuosites of MACE included in this analysis were coronary death, myocardial infarction or coronary revascularization

The HPS3/ 55-REVE
10.1

56,/NEJMoal 706

\laborative Group, Effects of Anacetrapib in Patients with Atherasclerotic Vascular Disease, September 28, 2017, N Engl ] Med 2017, 3
,,,,, 4

11217-1227, DO



rosew

A Placebo-Controlled, Double-Blind, Randomized, Phase 2 Dose-Finding
Study to Evaluate the Effect of Obicetrapib 5 and 10 mg as an Adjunct to
High-Intensity Statin Therapy

Stephen J Nicholls, Marc Ditmarsch, John J Kastelein, Scott P Rigby, Douglas Kling,
Danielle L Curcio, Nicholas J Alp, Michael H Davidson

NLA Scientific Session, Late Breaking Sessions, June 4, 2022



» In ROSE Phase 2b clinical trial, obicetrapib demonstrated robust LDL-C lowering as
adjunct to high intensity statins

Preparative ultra-centrifugation (PUC) is “gold-standard” for LDL-C quantification

M Placebo M Obicetrapib 5mg W Obicetrapib 10mg

Median (min, max) LDL-C levels (mg/dL) at baseline and EoT

o Time Placebo Obicetrapib Obicetrapib
5 5mg 10mg
= 0
; 90.0 95.0 88.0
— Baseline
’E 0 7 Median (63, 204) (54, 236) (39, 207)
@ N=40 N=39 N=40
2 20 86.0 53.0 49.5
5] EoT
= Median (43,137) (13, 126) (23,83)
s N=39 N=39 N=40
3 6.5 -41.4 -50.
o -40 % Change 1.45 50.75
f from Baseline (-53.9, 31.6) (-71.2,62.3) (-76.9,15.6)
R (median)
AT N=39 N=38* N=40
= 51 % Change from 476 3788 -4 15
- Baseline
oU L5 mean (95% C1} (-11.74,2.22) (-44.80, -31.17) -50.95, -37.35)
P-value 0.1814 <0.0001 <0.0001

NLA Scientific Session, Late Breaking Sessions, June

4, 2022




b ROSE waterfalls: LDL-C % change from baseline at Day 56

LDL-C reduction of >60% was observed in LDL-C reduction of >60% was observed in
20% of obicetrapib 5mg patients 40% of obicetrapib 10mg patients
100 100
90 90
80 80
70 70
60 60
50 50
40 40
30 30
20 20
10 10
0 - 0
-10 -10
20 20
-30 -30
-40 -40
-50 -50
_IlllIII _% "IllIIIIII =_?g
-80 -80
-90 -90
-100 -100

Note: Each bar represents one subject in e ot 1 Placebo  m Obicetrapib 5mg  m Obicetrapib 10mg



b ROSE safety: AEs, SAEs and withdrawals overview

Positive safety profile observed, and no drop-outs due to AEs

Placebo Obicetrapib 5mg Obicetrapib 10mg
(N=40) (N=40) (N=40)
AEs (%)
AEs, total 19 (47.5) 15(37.5) 8(20.0)
AEs, related 4(10.0) 2 (5.0) 1(2.5)
AEs, severe 1(2.5) 0 0
SAEs
SAEs, total 2(5.0) 0 0
SAEs, related 0 0 0
Deaths 0 0 0
Withdrawals study / medication
TEAEs leading to discontinuation ~ 1(2.5) 0 0
of study drug
TESAEs leading to discontinuation 0 0 0

of study

NLA Scientific Session, Late Breaking Sessions, June 4, 2022



P REVEAL supports translation from absolute LDL reduction to MACE benefit

9%
drop
in
MACE

EXPERIENCE: REVEAL (anacetrapib)

11 mg/dLdropin
absolute LDL-C

* Composites of

61 nea 4 —
Y —
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¢ corgnary revascularization in adults.



p Conclusions

* Driving statins to their highest dose as monotherapy has many
downsides, of which failed goal attainment is the worst

* Emerging data support the rationale for the option of combining early
with ezetimibe, bempedoic acid, monoclonals against PCSK9 or
inclisiran makes the most sense

* Novel agents, such as the CETP-inhibitor obicetrapib and the oral
PCSK9 modulators, have shown promising results in the clinic



