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Randomized Placebo Controlled Statin Trials

Placebo-controlled statin trials
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IMPROVE-IT: EZE Reduces ASCVD Events
* Simva Statin + EZE VS Hazard ratio, 0.936 (95% Cl, 0.89-0.99)
100+ P=0.016 . X
p I a ce bo 90 Simvastatin monotherapy
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. . SimvatﬁtaFLn— 9067 7371 6801 6375 5839 4284 3301 1906
— 24% Reduction in LDL-C Smvastatin 9077 7455 6799 6327 5729 4206 3284 1857

UTSouthwestern

Cannon CP et al. N Engl J Med 2015;372:2387-2397. Medical Center
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Clinical Trials: 15% Reduction in Events for PCSK9i

~
FOURIER: Evolocumab SSEY: Alirocumab
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No. at Risk No. at Risk
Placebo 13,780 13,278 12,825 11,871 7610 3690 686 Placebo 9462 8805 8201 3471 629
Evolocumab 13,784 13,351 12,939 12,070 7771 3746 689 Alirocumab 9462 8846 8345 3574 653
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Medical Center.
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Guigliano R et al. Lancet 390.2017
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ESC/EAS: Lower is better

Class llb

Class lla

Class|

Class 12

Class llb

Treatment goal
for LDL-C + Young patients (T1DM <35 years;

T2DM <50 years) with DM duration

<10 years without other risk factors

<3.0mmol/L Low
(<116 mg/dL) risk
<2.6 mmol/L
(<100 mg/dL)

& 250% reduction

from baseline
<1.8mmol/L
(<70 mg/dL)
<1.4mmol/L
(<55 mg/dL)

<1.0mmol/L
(<40 mg/dL)

| TC>8 mmol/L (310 mg/dL) or LDL-C >4.9 mmol/L (190 mg/dL)

o other additional risk factor

SCORE2/SCORE2-OP 210% and <20%
Markedly elevated single risk factors, in particular

orBP 2180/110 mmHg
« FHwithout other major risk factors
- Moderate CKD (eGFR 30-59 mL/min/1.73 m?)
+ DM w/o target organ damage, with DM duration >10 years

+ASCVD (dlinical/imaging) i
+ SCORE2/SCORE2-OP >20% I
« FHwith ASCVD or with another major risk factor |
- Severe CKD (€GFR <30 mL/min/1.73 m?) !
+ DM &target organ damage: 23 major risk factors; |
| _orearly onset of T1DM of long duration (>20 years) |

« Patients with ASCVD who experience :
recurrent vascular events while taking |
maximally tolerated statin-based therapy |

« Patients with polyvascular (e.g. coronary |

.1 _and peripheral) arterial disease |

.

a4

2Class lla for individuals in primary prevention with FH at very high risk

CVRisk

@EsC Qers

Mach F et al. 2025 Update of 2019 ESC/EAS Guidelines for the management of dyslipidemia. Atherosclerosis| 2!

2026 AHA/ACC: Lower is better in ASCVD

Very High Risk ASCVD

=2 major ASCVD events

OR

22 high-risk
conditions

1 major
ASCVD event

Major ASCVD Events
+ ACS within past 12 mo
+ History of MI (other than ACS above)
+ History of ischemic stroke
+ Symptomatic PAD

High-Risk Conditions

- Age265y

+ Coronary bypass or percutaneous
intervention

* Current smoker

* Diabetes

+ Hx of congestive heart failure

« Hypertension

+ LDL-C 2100 mg/dL (2.6 mmol/L) despite
maximally tolerated statin + ezetimibe

All Other ASCVD

LDL-C <55 mg/dL &
Non-HDL-C <85 mg/dL &
ApoB <55 mg/dL

Optional* Goal
for Not Very
High Risk

LDL-C <70 mg/dL &
Non-HDL-C <100 mg/dL &
ApoB <70 mg/dL

Blumenthal R et al. 2026 ACC/AHA Multisociety Dyslipidemia Guideline. JACC. 2026 :50735-1097(25)10254-4.

50f 35
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Statins Are Not Enough

]
a9 ss2 1A

Many patients Heterogeneous Lower risk with lower
unable* to take response between LDL-C even well
statins patients below LDL-C <70

*or unwilling

UTSouthwestern

Medical Center.

11

4 in 10 Need more than HI Statin + EZE

00 9

* cvMOBIUS:
* N=167,899 ASCVD patients 80

LDL-C Level
Achieved
* 22.5% with LDL-C <55 mg/dL I <55 mg/dL
at baseline g 601 55 to <70 mo/dL
.g MW >70 mg/dL
K
8 a0

20

22.6%

Current With Addition ~ With Addition ~ With Addition
Therapy of High Intensity ~ of Ezetimibe ~ of PCSK9i mAb
Statin

Projected Result If Additional Therapy is Added

Navar AM et al. AHJ. 2025.279: 107-117

12
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2026 AHA/ACC: Lower is better in subclinical Athero

LDL-C goal LDL-C go!l
LDL-C goal <70 mg/dL, optional <55 mg/dL
<70 mg/dL <55 mg/dL

<100 mg/dL

ay defer LLT if not high risk: no DM, FH, tobacco
use, family history of premature ASCVD, or LDL-
C>190 mg/dL. Repeat q3-7 years.

Blumenthal R et al. 2026 ACC/AHA Multisociety Dyslipidemia Guideline. JACC. 2026 :50735-1097(25)10254-4. UTSouthwestern
Medical Center

Goals Shifting for Primary Prevention

vesalius-cv

The Efiect of EVelocumab in PatiEntS at High CArdiovascuLar Rlsk
WithoUt Prior Myocardial Infarction or Stroke

Study Population

N=1257 patients without prior ASCVD Event o 3-P MACE (CHD death, M, or ischemic stroke)
+ 8 25% Relative Risk Reduction 8.0% (n=443)
. . . = HR (95% Cl): 0.75 (0.65, 0.86)

High-risk Diabetes (50%) g ] pvave< YA 0% st
or 85
CAD, CVD, or PAD without event (67%) £
. 23

n=1,000 with CAC 2100 AU 1. —acebo (46128
g1 ==Evolocumab (N=6,129)
Randomized: Placebo vs Evolocumab °s 1 2 3 4 5

Years

UT Southwestern
Medical Center

Bohula EA et al. NEJM. 2025:doi:10.1056/NEJMo0a2514428
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Novel Therapies for
LDL-C Lowering

UTSouthwestern
Medical Center

Inclisiran: Anti-PCSK9 siRNA

ORION-10 Phase 3

n=1561 with ASCVD in the US
LDL-C >70 mg/dL on statin

A Percentage Change in LDL Cholesterol, ORION-10 Trial

Percentage Change
from Baseline

-80 4} }

Placebo

-20
_40
-60 Inclisiran

i

’100 T T T T T T T T
0 90 150 270 330 450 510540
Days
No. of Patients
Placebo 780 762 745 724 715 698 666670
Inclisiran 781 758 757 737 731 721 691705

Ray KK, .. Kastelein JP. NEJM 2020;382:1507-1519

54%

LDL-C

CVOT Ongoing
NCT05030428
Estimated
completion:
October 2027

UTSouthwestern

Medical Center
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Lerodalcibep: A monthly, injectable PCSK9i small binding protein

Study Design LDL-C Reduction over Time
FINDINGS
N=922 randomized 2:1 |er0da|cibep VS placebo Lerodalcibep dosed monthly for 1y, significantly reduced LDL level in

patients with CVD and at high risk for CVD compared with placebo
(difference, -56.2%; 95% Cl, ~60.5% to -51.9%; P<.001)

1.2 mL SC monthly it e

Placebo=307
Shelf stable up to 3 months .
g -30
g 40
é 50
" w0 L,,,./*H’*** G

Lerodalcibep=615

0 4 8 12 16 20 24 28 32 26 40 44 48 50 52
Time, wk

Percent change in LDL level from baseline at wk 52:
Lerodalcibep, -56.3%
Placebo, -0.1%

UTSouthwestern
Medical Center

Klug EQ et al. JAMA Cardiol. Published online July 3, 2024

Bempedoic acid: 21% LDL-C lowering

CLEAR-Outcomes: LDL-C over Time

Emped‘cicAcid 5
i A LDL Cholesterol Level
Citrate . Glucuronide
+ Vs cw']l)lga\as -0.6%
|—— Bempedoyl-CoA /' : (R o D e e e L e e
(active drug) ‘ Placebo
s -5
)
_ lleer ) |, Skeletal Muscle ) 5 B
p—— Statins Bempedoic Acid | S -104
] 7
] =
\' ctn | 3 s
Cholesterol + . =
Synmasus H £ -20
! 4
! S s \ Bempedoic Acid
TLDLR Upregulation K d = 21.7%
J idney 3 -26.1%
Bempedoic U 30
Ac‘d& —— Statins s
l LDL-C 35
Blood ”"c“‘-"" Cholesterol 40 . i : i . i : : : :
Urme ‘ 36 12 18 24 30 36 42 48 54 60
Base- Months since Randomization
line

UT Southwestern
Ballantyne C .. Saseen JJ. Cardio Drugs and Therapy 2021;35:853-864 ; Nissen S et al NEJM 2023 Medical Center
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Nissen S et al NEJM 2023

19

CLEAR OUTCOMES: CV benefit in statin intolerance
O
Primary and Secondary Prevention
A Four-Component MACE (Primary End Point)
1009 209 1zard ratio, 0.87 (95% CI, 0.79-0.96)

@ P=0.004
& god 154 Placebo
Q
(v}
_é 60 10+ Bempedoic acid
i)
£ 5
2 404
L; O‘| T T T T T T T T T 1
= 20 0 6 12 18 24 30 36 42 48 54 60
=1
(W) ////_

O0—== T T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
UT Southwestern

Medical Center

Enlicitide Mechanism of Action

Once-Daily Oral

C = Enlicitide L=
- e e y=Ey,
7 ® R & 2 S
\ Enlicitide Binds f \
: o PCSKY; Blacks / \
- @\ LOL Receptor _ 0 [ \
O - \ / Binding VN / \
\ /
4 \ / & \ = -
s ~ D o) i \ \
e © )\ [ @ 1\
PCSK9Binds | J) "‘. ;' o & 1 1§ \
LDL Receptor r]) \‘ Hepatocyte " f ‘Jj g |
. — Membrane 4 4 / )
\ e i Increased ‘;'
\ » /
Reduced LDL || \ | | 4 \ Number Increased LDL
Clearance, | . Lysosomal / |\ F e & " . of LDL Clearance,
Higher LDL-C \ Dearadlstono / \ J]j eceptors | | ower LDL-C
/ \ /
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\ / A *, / .
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- Site
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Hwang J, Peterson ED, Gupta A, Decicco E, Sarnes E, Navar AM. Prescriber Uptake and Use of Novel Lipid-Lowering Therapies. ] Am Heart Assoc.
2025 May 6;14(9):e040768. doi: 10.1161/JAHA.125.040768. Epub 2025 May 2. PMID: 40314342; PMCID: PMC12184243.
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Study Designs: CORALreef Lipids AND HeFH Studies

Lipids ( .
HeFH (N=303) Treatment Period: 52 Weeks

History of Major ASCVD Event

Enlicitide 20 mg PO QD

& LDL-C 255 mg/dL
OR 9 = [ (on top of background LLT) F°"%":'Up
At Risk for 15t Major ASCVD Event | 5.4 Placebo %F;‘i;‘:;?::'

& LDL-C 270 mg/dL (on top of background LLT)

Key Exclusion Criteria

Participants were on optimized and stable background « ASCVD event in past 3 months

LLT with moderate- or high-intensity statin + other . . L
LLTs with no planned changes during the trial « Active or recent treatment with a PCSK9 inhibitor

« CORALreef Lipids permitted low or no statin if * Uncontrolled diabetes
documented statin intolerance « Triglycerides 2400 mg/dL (4.52 mmol/L) at screening
* CORALreef HeFH required a genetic or clinical « Homozygous Familial Hypercholesterolemia
diagnosis of HeFH

aModified ITT population: number of participants randomized who received at least 1 dose of study intervention Presented ACC 2026

CORAL-Reef HeFH: Enlicitide in HeFH

N=302 with ASCVD & LDL-C >55 mg/dL or At-Risk & LDL-C >70 mg/dL
Randomized 2:1 enlicitide vs placebo
Mean Percent Change Over Time Week 24
Enlicitide Placebo
207 Baseline 1207 1156
(mg/dL) SD 38.2 SD 46.1
[ R eE Week 24 50.3 113.6
32 (mg/dL) SD37.4 SD 432
2
-El: § 20 B Enlicitide vs Placebo: % Change -58.2% +2.6%
S @ 204 Smhciice vs L acebo: from Baseline  (95%CI: -62.1, -543)  (95% CI: -22,7.3)
s __ -59.4%
wr v (95% Cl: -65.6%, -53.2%) Efficacy consistent across p if group
EXTIIE B [pscocd
= i
R
= I - A Placebo
w0 Ay U &
-4 Enlicitide
T T T T 1
BL 4 8 16 24 36 52
No. of participants Week
Enlicitide 20 mg 101 96 95 94 96 94 94
Placebo 202 197 196 195 198 195 193
LS means difference for change in LDL-C from baseline in enlicitide vs placebo arms. Model adjusted using ANCOVA model with treatment as a fixed effect and baseline as a covariate.

UTSouthwestern

Medical Center

Ballantyne C et al. JAMA 2026 Jan 13;335(2):129-139.
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CORAL-Reef HeFH: Enlicitide in HeFH

02 with ASCVD & LDL-C =55 mg/dL or At-Risk & LDL-C =70 mg/dL
Randomized 2:1 enlicitide vs placebo
Mean Percent Change Over Time Week 24
Enlicitide Placebo
Baseline 120.7 115.6
(mg/dL) SD 382 SD 46.1
Week 24 50.3 113.6
%2 [ (mg/dL) SD37.4 SD 43.2
€= B
%E 20 l' e e e :/:.Ch;ngel_ (95% éfig';ﬁ: 54.3) (95%*;;2{6;/; 7.3)
® H rom Baseline /o Cl: -62.1, -54. 2.2, 7.
#2714 -59.4% -61.5%
B [ (95% Cl: -65.6%, -53.2%) (95% Cl: -69.4%, -53.7%) Efficacy consistent across p
4G a0 p<0.001 p<0.001
S :
g4 Y
gz [ 5 Week 52
o0 Aoy, A A L A Placebo Enlicitide Placebo
& Enlicitide Baseline 120.6 116.3
(mg/dL) SD 38.2 SD 46.1
—T T T T 1
BL 4 8 16 24 36 52 Week 52 54.5 120.7
Week (mg/dL) SD 4238 SD 58.0
No. of participants
Enlicitide 20mg 101 96 95 94 96 94 94 % Change -55.3% +8.7%
Placebo 202 197 196 195 198 195 193 from Baseline (95% CI: 503, 51.4)  (95% Cl: 2.0, 15.4)
LS means difference for change in LDL-C from baseline in enlicitide vs placebo arms. Model adjusted using ANCOVA model with treatment as a fixed effect and baseline as a covariate.

UTSouthwestern
Ballantyne C et al. JAMA 2026 Jan 13;335(. -139. Medical Center

CORAL-Reef lipids: Enlicitide in ASCVD or At-Risk

N=2909 with ASCVD & LDL-C =55 mg/dL or At-Risk & LDL-C =70 m

Randomized 2:1 enlicitide vs placebo

Mean Percent Change Over Time Week 24
Enlicitide Placebo
207 Baseline 95.2 98.3
Placebo (mg/dL) SD 38.6 SD39.2
0+ * Week 24 38.8 98.6
82 | (mg/dL) SD 355 SD 425
c= B
%E 2] Enlicitide vs Placebo: % Change -59.6% +3.0%
<@ 207" from Baseline (95% CI: -61.1, -58.1) (95% CI: 0.9, 5.1)
=7 -59.7%
we (95% Cl: -62.3%, -57.1%)
HO 404 p<0.001
ca :
8- : P
] B 1 Enlicitide
L A PSS S
T T T T 1
BL 4 8 16 24 36 52
No. of participants Week
Enlicitide 20 mg 1935 1836 1852 1824 1832 1798 1771
Placebo 969 933 937 927 923 909 898

ing and MH LDL-C used i ble.

/A model with treatment fication factors (renal function and geographic region) as fixec ate. UT Southwestern

Medical Center
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CORAL-Reef lipids: Enlicitide in ASCVD or At-Risk

Randomized 2:1 enlicitide vs placebo

N=2909 with ASCVD & LDL-C =55 mg/dL or At-Risk & LDL-C =70 mg/dL

Mean Percent Change Over Time Week 24
Enlicitide Placebo
27 Baseline 952 983
Placebo (mg/dL) SD 38.6 SD39.2
. .
[P I IR FTETIEE SHOMNN D TR s Week 24 38.8 98.6
s2 (mg/dL) SD 355 SD 425
2=
3
% :'E 20 Enlicitide vs Placebo: Enlicitide vs Placebo: % Change y ;59-5% ) /*;3-0% )
o 0 -20 from Baseline  (95% Cl: -61.1, -58.1; (95% CI: 0.9., 5.1
2 -59.7% -52.4%
wr (95% CI: -62.3%, -57.1%) (95% Cl: -55.1%, -49.7%)
96 404 p<0.001 p<0.001
ca :
§3 \ [ S Week 52
=5 0] o e T Enlicitide Enlicitide Placebo
@ Baseline 953 98.1
(mgfdL) SD 386 SD 386
1 T T ) ! Week 52 457 99.4
BL 4 8 1 2\:Veek * 52 (mg/dL) SD 422 SD 425
No. of participants % Change g X
g;'a’;;"l’f 20mg ;gf ;ggo‘ ;g;z ;g?“ ;ggz ;ng :;;? from Baseline  (95% CI: -54.4, -50.9)  (95% CI: 1.7, 6.3)

LDL-C data shown are based on post-hoc reanalysis in which beta-quantification LDL-C values of <O treated as missing and MH LDL-C used if available.

Navar AM et al. N Engl J Med 2026;394:529-539

LS means difference for change in LDL-C from baseline in enlicitide vs placebo arms. Model adjusted using ANCOVA model with treatment and the stratiication factors (renal function and geographic region) s fixed effects and baseline LDL-C as a covariate.

UTSouthwestern
Medical Center

Non-HDL-C, ApoB, and Lp(a) at Week 24

CORALreef Lipids

Endpoint

CORALreef HeFH

Enlicitide vs placebo
LS Means Difference (95% CI)

-53.4%
(-55.5%, -51.2%)
p<0.001

Non-HDL-C

-53.0%
(-58.5%, -47.4%)
p<0.001

-50.3%
(-52.1%, -48.5%)
p<0.001

ApoB

-49.1%
(-54.0%, -44.3%)
p<0.001

-28.2%
(-30.3%, -26.0%)
p<0.001

Lp(a)

-27.5%
(-34.3%, -20.6%)
p<0.001

CORALreef HeFH: Adjusted using ANCOVA model with treatment as a fixed effect and baseline as a covariate

9-539, Ballantyne C et al. JAMA 2026 Jan 13;335(2):129-139.

Navar AM et al. N Engl J Med 2026;

26
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CORALreef Lipids: Adjusted using ANCOVA model with treatment and the stratification factors (renal function and geographic region) as fixed effects and baseline as a covariate.
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Safety and Tolerability

CORALreef Lipids CORALreef HeFH
Enlicitide Placebo Enlicitide Placebo
N=1935 N=969 N=202 N=101
n (%) n (%) n (%) n (%)
21 Adverse events (AEs) 1244 (64.3) 602 (62.1) 157 (77.7) 77 (76.2)
Serious AEs 191 (9.9) 116 (12.0) 9 (4.5) 4 (4.0)
Moderate or severe AEs 649 (33.5) 314 (32.4) 62 (30.7) 33 (32.7)
Discontinued intervention due to an AE 60 (3.1) 40 (4.1) 4 (2.0) 3(3.0)
Deaths? 13 (0.7) 7(0.7) 1(0.5) 0

High adherence with study intervention and dosage
instructions (296% in both studies) across treatment groups

AE = Adverse Event. The table summarizes on-treatment AEs that occurred after the first dose and up to either the last dose before rollover into the open label extension or up to the 8-week follow-up period after
the last dose. @In CORALreef Lipids, three deaths occurred >8 weeks after the last dose and are not included here. In CORALreef HeFH, one participant (enlicitide group) experienced an ischemic stroke and
cardiovascular death; neither the stroke nor death were deemed related to study intervention by the investigator.

UTSouthwestern
Navar AM et al. N Engl J Med 2026;394:529-539, Ballantyne C et al. JAMA 2026 Jan 13;335(2):129-139. Medical Center

CORALreef AddOn Study Design Q) CORALreef

B N-sot | R TreatmentPeriod: 5 Days 8 weeks

History of
major ASCVD

event & Enlicitide 20 mg QD (on top of statins); n = 101
LDL-C 255 mg/dL

OR Bempedoic acid 180 mg QD (on top of statins); n = 50 Follow-Up
—(:)— or

At intermediate Ezetimibe 10 mg QD (on top of statins); n = 50 OLE

to high risk for 2:1:1:2
first major Bempedoic acid 180 mg QD +
ASCVD event & Ezetimibe 10 mg QD (on top of statins); n = 100

LDL-C 270 mg/dL

Key Exclusion Criteria

ASCVD event in past 3 months

Active or recent treatment with a PCSK9 inhibitor

Active or recent treatment with bempedoic acid or ezetimibe
Triglycerides 2400 mg/dL (4.52 mmol/L) at screening

Participants were on stable background statin therapy *
(low-, moderate-, or high-intensity) + other permitted® LLTs *
with no planned changes during the trial *

Presented ACC 2026. Catapano AL et al. JACC 2026;88(3):340-52.

28
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Primary Endpoint: Percent Change from Baseline in LDL-C at day 56

(95%Cl: -33.6, -22.6)

-64.6%

Mean Percent Change Over Time Within-Group Mean Between-Group Difference
% Change at Day 56 Enlicitide vs Comparator  at Day 56
= -6.3% -56.7%; P <0.001
Q (95% CI: -64.3, -49.0)
|
=}
.|
= -27.8% -36.0%; P <0.001
o (95% Cl: -41.8, -30.2)
m
= 0
S -36.5% -28.1%; P <0.001
O
R
0
o
c
1]
[F]
=

No. of participants
Timepoint (days) BL 21 56
en 180 mg 50 49 4

-80 T T o 50 50 2
1 21 Days 56 180 mg + Ezetimibe 10 mg 133 gg Sg
Presented ACC 2026. Catapano AL et al. JACC 2026;88(3):340-52.
29
Percent Change From Baseline in ApoB, Non-HDL-C, and Lp(a) at Day 562
ApoB Non-HDL-C Lp(a)c
20 - *
8.1* 10.4
10 . .
0

Percent Change from BaselineP

-80 - -54.6 -58.0

m Enlicitide 20 mg ®m Bempedoic Acid 180 mg = Ezetimibe 10 mg ®m Bempedoic Acid 180 mg + Ezetimibe 10 mg

*P <0.001 vs Enlicitide

Presented ACC 2026. Catapano AL et al. JACC 2026;88(3):340-52. UT Southwestern
Medical Center
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Enlicitide Pharmacology

AN o
» Safe in renal and hepatic impairment IS ﬁ‘<
Not metabolized- D‘H\% DS Jf
*Eliminated intact via glomerular filtration* I nft”:@“. mm
eGFR <307 = 26% higher exposure ROS S LQ
—> not clinically meaningful o 0 “Cu °

* No DDIs with: lithium,
levothyroixine, digoxin, warfarin,
atorvastatin, alendranote, lisinopril
or oral semaglutide

« Effective half life 14 hours,
terminal half life 244 hours

https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/2208480rig1s000lbl.pdf

FAQs: Enlicitide Administration

14

p —ﬁ
‘g

* Take on an empty stomach in the
morning with water, black coffee, or
plain tea

* Wait 30 minutes before eating (giving 30

minutes after a meal reduces AUC by
50%)

* Okay to take with other medications

* Miss a dose?
* Take 230 minutes before next meal

enlicitide”

(oral tablets)

* When to repeat LDL-C? =
* As soon as 4 weeks after initiation

https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/2208480rig1s000Lbl.pdf
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B} u.s. National Library of Medicine

ClinicalTrials.gov
CORALreef

Find Studies v About Studies » Submit Studies = Resources v About Site v PRS Login 0 U t comes

Home >  Search Results >  Study Record Detail (] Save this study

[actve notrecruing 1) *  N=14,550

Enlicitide Decanoate (MK-0616 Oral PCSK9 Inhibitor) Cardiovascular Outcomes Study EStImate.d
(MK-0616-015) CORALreef Outcomes completlon:
. November 2029
ClinicalTrials.gov ID @ NCT06008756 .
Sponsor @ Merck Sharp & Dohme LLC . EStab"Shed
Information provided by @ Merck Sharp & Dohme LLC (Responsible Party) ASCVD & LDL'C
>70 mg/dL

Last Update Posted @ 2025-11-13

® ORHigh Risk &
LDL-C =90 mg/dL

+ Expand all content I — Collapse all contel|

¥ Download l A save

33

What else is on the
horizon?

UTSouthwestern

Medical Center

34
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Alternative mechanisms to target PCSK9

Ab N
™" =¢ @ Enlicitide (PO)
PCSK9 J- Lerodalcibep (SQ monthly)

oL *
? ?' Larorovstat

Plasma

wR | [\
7 TN\

( )
- T LDLR recycled to

Hepatocyte

( Hepatocyte surface
N .

Laroprovstat

CTD, c-terminal domain; mAb, monoclonal antibody; PCSK9, Proprotein Convertase Subtilisin/Kexin type 9
Figure - Refer to: Vega RB et al. Presented at AHA 2025, Abstract MP496. / Ferri N & Marodin G. Atheroscler Plus.

2024:59:25-31; 2. Vega RB et al. Presented at AHA 2025, Abstract MP496.

UTSouthwestern

Laroprovstat (AZD0780): Oral small molecule PCSK9 disruptor

Phase 2, N=428 (~85/arm)
LDL-C 70-190 mg/dL

Efficacy and Safety

1mg 3mg

AZDO780 Dose

30 mg

e

-353
(-43.6 to -26.9) -379
(-46.3 to -29.5)

Placebo-Adjusted Change in LDL-C
From Baseline to Week 12, %

52
60 - (-53.510-36.9)

-50.7
(-59.0 to -42.4)

Difference in Least-Square Means (95% C1)

Koren MJ et al. JACC 2025;85(21):1996-2007.

36
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N=15,100
Estimated
completion:
October 2029

Established
ASCVD & LDL-C
>75 mg/dL

OR High Risk &
LDL-C =1000
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Indirect Comparison to other PCSK9i Therapies

Enlicitid
e
(20 mg
qd)

Week
242

Alirocumab
(75 mg gq2w)

Evolocumab
(140 mg q2w or
420 mg q4w)

Week 24° Week 48°

Lerodalcibep
(300 mg q
month)
Week 524

Inclisiran
(284 mg g3m->g6m)

Day 510f

Laroprovstat
(30 mg daily)

Week 528

Inhibits PCSK9 Prevents lysosomal
MOA Disrupts PCSK9 binding to LDLR translation in degradation of PCSK9-
hepatocytes LDLR complex
Route Oral* SQ SQ SQ SQ Oral
LDL-C -60% -62% -59% -56% -50 to -52% -51%
Non-HDL-C -53% -52% -52% -47% -44% to -47% -45%
ApoB -50% -53% -49% -43% -40to -43% -40%

1isgals from individuaR@ets not head-tJtad comparison@ @Hfterences in stud@@&ign including pab@Rgivo, RAB84Gon, and endpoint  -20%

measurement may affect retative fipid-fowering:

2Beta-quantification-derived LDL-C values of <0 treated as missing, and MH LDL-C used if available. "Robinson JG et al. N EnglJ Med. 2015;372(16):1489-99; “Sabatine MS et al. N Engl J Med.
2017;376(18):1713-1722;% mITT analysis for LDL-C, ITT for others. Lp(a) median reduction : Klug EQ et al. JAMA Cardiol 2024;9(9):800-7. ¢Ray KK et al. N EnglJ Med. 2020;382(16):1507-1519; 'LEQVIO®
(inclisiran) injection, for subcutaneous use (Prescribing Information) www.accessdata.fda.gov/drugsatfda_docs/label/2021/214012Ibl.pdf. & Koren MJ et al. JACC 2025;85(21)

UTSouthwestern
Medical Center

CETP: Potential Next Addition to LDL Lowering Toolkit

HDL-C 11

A Shuttle mechanism

Free plasma CETP

(5\
o
ApoA-Il — v
o
Q * & @
LDL/VLDL l
ApoB
— o
) Q

] Tunnel mechanism

Free plasma CETP

P
Q ” 1 CJ

4 LOL/VLDL

o0 Cholesterylester

Triglycerides

LDL-C |

Nurmohamed NS et al. Cardiovascular Research 2022;118:2919-2931.

UT Southwestern
Medical Center
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Mendelian Randomization: LDL-C Reduction

[ Via CETP Inhibition may Reduce ASCVD Risk

Odds ratio for CVD per decrease in LDL-C of
10 mg/dL (95% Cl)

Gene

Nurmohamed NS et al. Cardiovascular Research 2022;118:2919-2931.

CETP target 0.84 (0.79-0.90) = /\r
Statin target | HMGCR 0.83 (0.78-0.90) - 'A
1 16% reduction
PCSK9 target | posk9 0.82 (0.77-0.88) - in CVD risk for
! every 10 mg/dL
Ezetimibe target | NpE1L 1 0.84 (0.73-0.91) - LDL-C decrease
T T
0.7 1.0
Pooled data from N=102,837 Participants from 14 Studies OR for MACE Events

UTSouthwestern
Medical Center

HPS3/TIMIS5-REVEAL Collaborative Group. N Engl J Med 2017; 377:1217-1227

Anacetrapib Reduced Coronary Events with 17% Reduction in non-HDL-C
A First Major Coronary Event
100 — 15_,
i Rate ratio, 0.91 (95% Cl, 0.85-0.97)
£y P=0.004 Placebo
o) 80
s 10—
put 70 .
S Anacetrapib
> 60
w
£ 50+ 5|
2
@ 40
o
2 30
o 0
a i
2 0 1 2 3 4
10
0 T T T T
0 1 22 3 4
No. at Risk Years of Follow-up
Placebo 15,224 14,649 14,088 13,293 8993
Anacetrapib 15,225 14,656 14,104 13,359 9193
Benefit per 1000 patients in 12 23 6+3 9+4
anacetrapib group

UT Southwestern
Medical Center
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Anacetrapib: Increasing Benefit over Time

20 — Median in-trial follow-up ~ Median overall follow-up
. o g
Rate ratio 0.88 (95% CI 0.83-0.93) Placebo
. P<0.001
& 15
I Anacetrapib
@
£ 10 o ;
s Post-Trial
£ Foll
£ OlIoOW-up
e HR 0.80
0 T T T T T T T
0 1 2 3 4 5 6 7
. Years of Follow-up
No. at Risk
Placebo 15224 14649 14088 13451 12616 11173 9124 276
Anacetrapib 15225 14656 14104 13531 12708 11389 9389 289
Benefit 1£2 23 6+3 9+4 1514 20+4 1914

per 1000 participants in
anacetrapib group

HPS 3/TIMI 55-REVEAL Collaborative Group. Eur Heart J. 2021;43(14) UT Southwestern

Medical Center

REVEAL: HR By Year of Follow-Up

First Major Coronary Event, According to Year of Follow-up

Year of First Anacetrapib Placebo
Event (N =15,225) (N =15,224) Rate Ratio (95% Cl) P Value
no. of patients with event (%)
1 465 (3.1) 476 (3.1) %—l— 0.98 (0.86-1.11)
2 398 (2.7) 414 (2.8) —%r— 0.96 (0.84-1.10)
8 370 (2.6) 427 (3.0) H{— 0.86 (0.75-0.99)
>4 407 (3.0) 486 (3.7) 4I—:H 0.83(0.73-0.94)
>1 1175 (8.0) 1327 (9.1) “ 0.88 (0.81-0.95) 0.001
All 1640 (10.8) 1803 (11.8) e 0.91 (0.85-0.97) 0.004
O‘.G O‘.8 1.0 1 72

Test for trend across years, chi* 2 = 4.87 (P = 0.03)
Test for heterogeneity between <=1 yr and > 1 yr, chi
2=1.82(P=0.18)

Anacetrapib Placebo
Better Better

HPS3/TIMIS5-REVEAL Collaborative Group. N Engl J Med 2017; 377:1217-1227 UTSouthwestern

Medical Center

21 of 35



MHIF Cardiovascular Grand Rounds
October 19, 2026

BROADWAY: Obicetrapib vs placebo in ASCVD or HeFH

n=2530 2:1 obi vs placebo, mean LDL-C 98 mg/dL

LS Mean % change vs. placebo LDL-C reduction over time (ITT population)
Non- Non- 20.0%
ApoB  HDL ApoB HpL 10.3%
° 0.0% 10.0% 4.0% 5.9% 4.8%
® 50% 0.3% 1 " [
3 _10.09 0.0%
T -10.0% [ | ‘ |
E -15.0% -10.0% 38.2% 38.3% 41.5%
g -20.0% 20,09 36.3%
S -25.0% N 23.0% It \ j
g -30.0% -24.4% 00.49% -25.8% "< -30.0%
S 35.0% evase . 323%  33s%  311%
8 _40.0% -40.0% -36.1%
g 40.0% -39.6%
B -45.0% -50.0%
-50.0% Day 0 Day 30 Day 84 Day 180 Day 270 Day 365
Day 84 Day 365 — Obicetrapib — Placebo

Nicholls SJ et al. NEJM 2025;393:51-61

UTSouthwestern

Sarraju A et al. Lancet 405(10491) 2025; Nicholls SJ et al. NEJM 2025;393:51-61.
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Obicetrapib + Ezetimibe: TANDEM Trial
Obicetrapib + EZE: TANDEM Trial
A

10~

o

R £ ——

E

T 104

©

g 204

E -27-9%

S 301

=

£ -404

st -48-6%

2 50-

] |

—60 T T 1 1
FDCtherapy FDCtherapy FDCtherapy  Obicetrapib
vs placebo  vs ezetimibe vsobicetrapib  vs placebo
D

UTSouthwestern
Medical Center
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Obicetrapib Reduction in Biomarkers for Alzheimer’s

W Obicetrapib M Placebo p:oru

Placebo $B%Cl
= Obicetrapib ~ 95% Cl

p-tau217 Absolute Change, pg/mL
e
H

p-tau 217 Mean Percent Change, %

-0.10
28 as 60 s %0
Age

E All Participants E3/E4, EA/E4 EJE4, EVE4, EJE4 EAE4 EIEL EAEL E4E4

(MW1S35) (367 AGeR0  Agesss  Agexro (o) Change in p-tau217 in ApoE4 carriers

Fig. 2. Percent Change in p-tau217 by Subgroups with Progressively Greater Risk of AD Pathology. Mean percent changes for each treatment group are from
robust regression models with terms for treatment group, mean-centered baseline p-tau217, and mean-centered age.

Davidson, Michael H et al. “Effect of obicetrapib, a potent cholesteryl ester transfer protein inhibitor, on p-tau217 levels in patients with cardiovascular disease.” The journal of prevention of UTSouthwestern
Alzheimer's disease vol. 13,1 (2026): 100394. doi:10.1016/j.tjipad.2025.100394 Medical Center

= Obicetrapib Cardiovascular Outcomes Trial
bith 3l in Patients With ASCVD

Study design: Randomized, double-blind, placebo-controlled?

Screening phase

Patients: 9000 Obicetrapib 10 mg + maximum tolerated lipid therapy (n=4500)

.

.

Established ASCVD
 28years Placebo + maximum tolerated lipid therapy (n=4500)

isi | Rand | S Follow-up 1st year: 1, 3, 6, 12 months
Visit 1 andomization Following years Gt i

Primary endpoint?2
+ 4-point MACE (CVD death, nonfatal MI, nonfatal stroke, non-elective coronary revascularization)

Secondary endpoints?
+ LDL-C at 12 weeks
» New-onset diabetes mellitus

ASCVD, athemxlembc cardiovascular disease; CVD, cardiovascular disease; LDL-C, low-density lipoprotein tho\estefnl MACE major adverse cardma,cular event; M1 mvocardsal ml'ardnon

1. ClinicalTrials. gov. NCT05202509. Last updated March 5, 2024. Accessed March 27, 2024. https://s 2. N releas

November 13, 2023. Accessed March 27, 2024. https.//ir. A pharma- pruwde' COrporate- npdar.e and reporl' NewAmsterdam
third 3. Data on File. NewAmsterdam Pharma. M Pharma

UT Southwestern
Medical Center
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What am | most
excited about?

UTSouthwestern
Medical Center

47

Combo Therapy — 1 pill >80% LDL-C Reduction?

DLy Intensity | Administration A Clinical Trial of Enlicitide and Rosuvastatin in Healthy Adults
(MK-0616-039)

High-Intensity Statin 45-55%  High # Oral daily k1 ClinicalTrials.gov 1D @ NCT07300280
Sponsor o Merck Sharp & Dohme LLC
FDC Bempedoic acid +  40% High # Oral daily
Ezetimibe Information provided by @ Merck Sharp & Dohme LLC (Responsible Party)
FDC Statin + Ezetimibe ~ 60-65% Very High  /#® Oral daily ' 2 2 & Last Update Posted @ 2026-03-18
Future FDC: Statin 65-70% VeryHigh ¢ Oral daily W | ¥ Download I A save | i More
+Bempedoic acid + 2
Ezetimibe
+PCSK9i AB, adnektin  70-80%  Ultra Joscoq2-Aw; 3 Study Details Researcher View ‘ No Results Posted ] Reco
or siRNA (s.c. injection) siRNA g 6 mo
+ PSCK9i Enlicitide or 70-80% | Ultra * Oral daily
Laroprovstat (oral) ?
Future FDC: oral PSCK9i  >85% # Oral daily * 1 Study Overview
+ statin ? Brief Summary
FURITEESCR-DIVA 2o0% x _Dm:e Bl ? This goal of this trial is to learn about two ines, enlicitide and in
therapy lifetime healthy people. Researchers will compare the amounts of enlicitide and rosuvastatin

in a person's body over time, when they are given as separate medicines and when
they are combined into one tablet.

Muller-Kozarez I, Laufs U. Med estern

al Center
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ANGPTL3 Inhibition: LDLR Independent TG and LDL Reduction

Evinacumab vs Placebo in Patients with HoFH (n=65)

LDL-C ApoB Triglycerides
10 1.9

0 I

L [
-10 -4.5 -4.6
-20

-30

-41.4
-50 -47.1

-60 -55

W Evinacumab M Placebo

Raal FJ et al. NEJM 2020;383:711-720 UT Southwestern

Medical Center

Zodasiran: ANGPTL3 siRNA in Mixed HL

ARCHES-2: Study Design ARCHES: Key Efficacy

Double-Blind Open-Label Extension* - Remnant
191 C let 82% Enroll t, n=156 3]
21 ~ompeters SElroTment: Iy g TG LDL-C ApoB  Cholesterol
s ¥ 40 -
ég(li:gswan Continuous Zodasiran g ZO w w
(N=51) 50 mg (N=36) 2w 20 1
%0
> o
5 ing .5 fggar':'gra" Continuous Zodasiran ;_6 e 04
creenin, = 100 mg (N=39 2
piet 2 () 2(N=39) @E 20 |
Run-in | : Po
s6weeks | |5 FAoxainiat Continuous Zodasiran E’ﬁ -40 -
4] 200 mg 200 mg (N=41)* SE
= Z9 60 -
Zodasiran 50 mg (N=13) =
Zodasiran 100 mg e -80 -
Zodasiran 200 mg (N=13) CPlaceboto zodasiran50 mg M Continuous zodasiran 50 mg
Month BIL '3 J é BIL é é é 1'2 1'5 1]8 2'1 2'4 [ Placebo to zodasiran100mg M Continuous zodasiran 100 mg

6
Placebo to zodasiran 200 m Continuous zodasiran 200 m,
Doses ¢ ¢ tEO‘E{yy’yyyygEOSD e o g
Primary Endpoint: % change in TG

Rosenson RS et al. EJPC 2026 UTSouthwestern

Medical Center
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Silbinsiran: ANGPTL3 siRNA in Mixed HL

B Placebo (B Solbinsiran 400 mg
[ Soibinsiran 100mg ) Solbinsiran 800 mg
A
n pay18 oay370
$
i - = o, P .
B 0] I.rl T =@ k(M Durability and efficacy of solbinsiran, a GalNAc-conjugated
g - . . . - B
25 ’T| ’_‘J LJ u L_I LJ Dav 270 siRNA targeting ANGPTL3, in adults with mixed
83 ay . o . .
L dyslipidaemia (PROLONG-ANG3): a double-blind,
8e . .
5 randomised, placebo-controlled, phase 2 trial
£ a0
] ~119
H 28%(95%0-15500-119)  -108% (95%(1-2221023) 11% ApOB m Kausik K Ray, Ena Ory, Robert § Rosenson, Xiaosu Mo, lgren, Al Haupt, , Daniel Gaude
& p069 p=010 Stephen | Nicholls, Giacomo Ruotolo
-£0- ~143%(95% 0-23610-3.9) -113% (95% 01 206 t0-10)
p-o00035 p0033 Summary
. , . ) 07 Mixed dysli ! by clevated of circulating and LDL
875 (95% 0-1831028) -10:9% (95% (120310 0.6) e cholesterol (LDL-C), is associated with an increased risk of i " disease. Solbinsiran, a
pou pro040 March21,7035  GalNAc-conjugated small interfering RNA targeting hepatic angiopoietin-like protein 3 (ANGPTL3), reduced
Sy ) yiglycerides and LDLC ions in a phase 1 study. This study aimed to assess the durability and efficacy of
C B o o solbinsiran in reducing concentrations of atherogenic lipoproteins in adults with mixed dyslipidaemis.
J—
Lo Day180 Day2i0 comertet Thecomecisdvrson
5 Methods This double-blind, parall-arm, Jacet lled, ph years)
B enbay1715  with mixed dyslipidaemia at 41 clinical research units across seven countries. Patients receiving moderate-intensity o
T o SO R T R SecCommentpage15s3  high-intensity statins, and with concentrations of fasting triglycerides between 1-69 mmol/L and 5-64 mmol/L,
g inperttCotegetomson, LD of at least 181 mmol/L, and non-HDL cholesterol of atleast 3. 36 mmol/L were included. Using an interactive
.g z London, UK wel-response system, patients were randomly assigned (1:2:2:2) to receive either solbinsiran 100 mg, solbinsiran
T 20 (Prof KK Ray sl ENLIBY
5 aitm . w400 mg, solbinsiran 800 mg, or placebo, by subcutaneous injection on days 0 and 90. Patients were followed up for at
£ i 40-45%| TGs oy, Ieast 270 days. The primary outcome was percent change in apolipoprotein B (apoB) concentration from baseline to
£2 » im0 waigenpro, day 180 with solbinsiran compared with placebo, analysed under an efficacy estimand (in patients who received at
£§ AMaugt M0, Gucaiio D Jeast one dose of the study drug). This trial is completed and registered with ClinicalTrials.gov, NCT05256654.
88 W o uses et
2 o e eara.  Findings Of 585 patients screened, 205 patients were enrolled in the study between July 20, 2022, and
5 3633 (BRAASBI0251)  -783% (35%CI40510-136) NewYorkNYUSA March 4, 2024, Patients (111 [549%] female and 94 [46%] male; median age 57 years [IQR 49-65]) were randomly
}] 0000 g (S Rosermon MDY St Michaets  a5gigned to receive solbinsiran 100 mg (n=30), solbinsiran 400 mg (n=58), solbinsiran 800 mg (n=59), or placebo
80 Hospital, Torontn, ON.Canada ;. £07 da hallcn . s A9 e LAY STATIAS AVM Fo cma® 3 £d el 1T F3 A 3 W Lo

 d— (I—
50I%(95%-56410433)  -425% (95% U1-50510-232)
p<0.0001 p<00001

L L

' '
525%(955C1-58410459)  ~448% (95%(1-52510-359)
00001 peo0001

Raal FJ et al. NEJM 2020;383:711-720 UTSouh}hwest_ern
edical Center

Gene editing- the
final frontier?

UTSouthwestern

Medical Center
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PCSK9 LOF Associated with Lower LDL-C

LETTERS Two nonsense mutations in PCSK9

£ liver of mice produces hypercholesterolemia®” by reducing
£ LDLR number. To test whether loss-of-function mutations in

PCSK cncodes @ 692-amino acid ghywoprotcin, abo called neural
apoposis.regulated convertase | (NARC-1), that is expressed most
abundantly in the liver, small intestine and kidney (Fig, 18)*. PCSKS is
a proprotein convertase subilisin/kexin type 9 serine protease that

Figure 1 Functionl domains.and haglctypes of

PESK. (2} POSKS contoins » 30-omi ackd
T s by & prodomain. The
orwerte ungirgoes aCCAtal BIoCEsing
o releasa a 14 KDa peptide from the N
ermimus’. The calabtc dumain, which contsins
150 catalytc isd of asparta (D), histios (H)

© 2005 Nature P
w

ETALEE]
sam Pme Ower

T I sy e ALK et =

[

mutations identifed in this study (V142X and
) are shown. {b) Haplofypes of subpects
26C <6 (Y142X)l1op) and 2037C A

ntives (sl st i, 51 s

natre
genetics o ..
~
2% of Black DHS Participants
¢ Low LDL cholesterol in individuals of African descent
& resulting from frequent nonsense mutations in PCSK9 ®
E Jonathan Cohen'~>, Alexander Pertsemlidis™, Ingrid K Kotowski', Randall Graham', Christine Kim Garcia'~*
& & Helen H Hobbs'™* 20
% n=1739
§ The low-densit ipoprotin receplor (DLR) prevents low levels of LDL and found two nonsense mutations
£ ypercholesterolemia and atherosclerosis by removing low- (¥142X and C679). These mutations were commaon in African 10
3 density lipoprotein (LDL) from circulation. Mutations in the Americans (combined frequency, 2%) but rare in European
£ genes encoding cither LDLR? ar ifs ligand (APOB)? cause Americans (<11.1%) and were associated with a 40% F
severe hypercholesterolemia, Misseme mutations in PCSKS,  reduction in plasma levels of LDL chalesterol, These dats 4
$ encoting a serine protcase in the secretory pathway’, also indicate that common sequence variations have large effects g
§ couse hypercholesterolemia?. These mutations are bly on plasma cholesterol levels in selected populations. 3
@ gain-of-function mutations, as overexpression of PCSKY in the E

<26 25— 50- 75— 100125 150 175- 2200

50 76 100 125 150 175 200
LDL cholesterol (mg/dl)

LDL-C levels in African American DHS participants with and

without a PCSK9 LOF

Southwestern

Medical Center
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Lifelong Reduction in ASCVD Risk

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Sequence Variations in PCSK9, Low LDL,
and Protection against Coronary Heart Disease

Thomas H. Mosley, Jr., Ph.D

ABSTRACT

BACKGROUND
- A low plasma level of low-density lipoprotein (LDL) cholesterol is associated with
reduced risk of coronary heart disease (CHD), but the effect of lifelong reductions

Individuals with PCSK9 LOF Variants

1 variant:

-15% U in LDL-C > 47% { UCHD risk

2 variants

in plasi DL cholesterol is not known. We examined the effect of DNA-seq e
variations t reduce plasma levels of LDL cholesterol on the incidence of coronary
events in a large population.

METHODS

We compared the incidence of CHD (myocardial infarction, fatal CHD, or coronary
revascularization) over a 15-year interval in the Atherosclerosis Risk in Communi-
ties study according to the presence or absence of sequence variants in the propro-
tein convertase subrilisin/kexin type 9 serine protease gene (PCSK9) that are associ-
ated with reduced plasma levels of LDL cholesteral.

$ meemiTe

-28% U in LDL-C > 88% U UCHD Risk

UT Southwestern
Medical Center
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Gene Editing: Cheating the Genetic Lottery

VERVE-102 Inactivates PCSK9:

T

Gene through Base Editing . [;h(l::;;tzuenc!ed e

in argete
by VERVE-102 -:::'
NUCLEUS

gRNA Deamination;

adenosine to

inosine

Cas9 0 i
nickase =——m=
m—e——Tm

e

e/ CEm
=———mm=

4 1

nCas9 nicks
opposite strand

PCSK9

Adenosine
deaminase

(4]

 md

m———mm

}

[

(5]
-
-_—

G

|

Edited
base

(6]

mRNA |

C

I  Repair of nick;

>80% | |
' PCSK9

Inosine corrected
to guanosine

— =
pm— 4

AsT to GoC base
editing complete

>60% | |
LDL-C

Intron 1 spliced into mRNA,
introducing a stop codon

TAG
(stop codon)

Inactivation of PCSK9

Exon 1 I

| [ Exonz { Blood PCSK9

protein

1 LDL cholesterol

Vafai SB, et al. In Vivo Base Editing of PCSK9 with VERVE-102 for Hypercholesterolemia. N Engl J Med. 2026 Aug 13;395(7):648-659. doi:

10 1056/NFIM0a?2601282 Fnih 2026 Mav 25 PMID- 42187087

UTSouthwestern
Medical Center

Sustained Effect Beyond Hepatocyte Lifespan

B Change in PCSK9 Level over Time

L e

-20+
40

604 I
oy /

‘ \ 0.8 mg/kg

T T T
180 270 365

Mean Percent Change

-80

1.0 mg/k;
-100———— T ke T
Baseline 14 28

1
60 90 545

Day

No. of Participants

0.3-mg/kg cohort 4
0.45-mg/kg cohort 6
0.6-mg/kg cohort 4
0.7-mg/kg cohort 8
0.8-mg/kg cohort 6
1.0-mg/kg cohort 7
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BRI NG RN
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SRR
cor s
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Vafai SB. In Vivo Base Editing of PCSK9 with VERVE-102 for Hypercholesterolemia. N Engl J Med. 2026 Aug 13;395(7):648-659. doi:
10.1056/NEJM0a2601283. Epub 2026 May 25. PMID: 42187087.
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Sustained Effect Beyond Hepatocyte Lifespan

B Change in PCSK9 Level over Time
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LDL-C: A Poster Child for Advances in Pharmacology
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A Cautionary Tale
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RCTs: No difference between Placebo/Statin
in Discontinuation due to Intolerance

Meta-Analysis of Randomized Trials

Study %
D OR(95%Cl)  Waight
4d —— 1.50(1.03,2.18) 225
s88S — 0.98 (0.76, 1.26) 3.73
Sparcle -- 1.26 (1.08, 1.47) 5.70
Mega 1.06 (087, 1.29) 4.78
Prosper 093 (0.71,121) 350
LIPS 0.84 (0.67,1.06) 4.11
LIPID 1.18(0.93, 1.51) 3.87
Jupiter 1 d 1.04 (0.96,1.13) 7.46
Heart S —_—— 0.98 (0.66, 1.45) 207
Gissi HF 093 (0:82,1.05) 653
CORONA 0.87 (0.75,0.89) 6.15
Care —— 0.60(0.41,087) 2.23
Cards 0.81(0.63,1.05) 373

Aurora 0.98 (0.83, 1.15) 561

-
Aspen 1.10(0.94, 1.30) 547
Alliance 0.92(0.78,1.08) 557
Aert 089 (0.70,1.12) 4.02
-
-
™

AFSCAP 1.01(0.88, 1.16) 6.06
WOSCOPS 094 (0.85,1.05) 6.92
HOPE3 0.88 (0.81,0.85) 7.47
METEOR 150 (0.81,2.45) 145
Bradiord ———=—— 256(1.52,4.32) 1.33

Overall (-squared = 65 8%, p = 0.000) 099(0.93,1.06) 100.00
NOTE: Weights are from random effects analybis

T
232 1 432
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UTSouthwestern
Riaz H et al. AJC. 2017;120:774-81 Medical Center

The Nocebo Effect:
Side Effect Fears Fuel Actual Experience

NEW YORKER

ANNALS OF TECHNOLOGY

THE NOCEBO EFFECT: HOW WE WORRY
OURSELVES SICK

By Gareth Cook March29.2013

Many of us hope to find Wi-Fi wherever we

go, preferably for free. But some people

devote their lives to avoiding Wi-Fi

altogether. Sufferers of Wi-Fi syndrome say

that the radio waves used in mobile -

communication cause headaches, nausea, p
haustion, tingling, trouble i u

and gastrointestinal distress, among other

0000

symptoms. Some of the most afflicted take
drastic action. According to the dgence

France-Presse, one woman left her farmhouse in southeastern France after the

arrival of mobile-phone masts (which, like Wi-Fi, use radio waves) and fled
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ASCVD patients remain woefully undertreated

National Average
AlLU.S. adults with ASCVD
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39.4%

60.6%
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Aggarwal R et al., JAMA. 2023;330(1):80-82.
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Novel Therapies are Slow to Permeate Practice

100 Percent of US LLT Prescribers Who have Ever Prescribed a PCSK9i mAb
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Hwang J, Peterson ED, Gupta A, Decicco E, Sarnes E, Navar AM. Prescriber Uptake and Use of Novel Lipid-Lowering Therapies. ] Am Heart Assoc. UTSouthwestern
2025 May 6;14(9):e040768. doi: 10.1161/JAHA.125.040768. Epub 2025 May 2. PMID: 40314342; PMCID: PMC12184243. Medical Center
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Fill Rates
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>50% of ASCVD Patients with LDL-C >70 mg/dL

UTSouthwestern
Navar AM, et al, Wojcik C, Peterson ED. Epub 2024 Jul 6. PMID: 38972336. Medical Center

The Future is Bright!

» Multiple novel therapies being added to the LDL-C lowering
armamentarium

» Alternative LDL lowering pathways offer potential for more CV benefit

» Without broader uptake of both old and new LDL lowering therapies
we will never achieve their full potential

UTSouthwestern
Medical Center
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