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Learning Objectives

e Describe the differences between the AHA PREVENT
equations and the Pooled Cohort Equations.

* |dentify when triglyceride lowering is recommended versus
treatment of overall ASCVD risk.

* Explain why elevated Lp(a) is actionable today and universal
screening is recommended.
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New Dyslipidemia Guidelines

2018 2026

e Pooled Cohort Equations e  PREVENT equations
e Startatage40 e Startatage30
e  Focus on 10-year risk prediction e  10-year and 30-year risk prediction
e  Focus on ASCVD risk e  ASCVD + HF risk
e  Risk categories e  Risk categories
e <5% e <3%
e 5-7.5% e 3-5%
e 7.5-20%% e 5-10%
o >20% e >10%
e  Relative LDL-C lowering e Thresholds + relative LDL-C lowering

e  Greater incorporation of non-statin therapies,
triglyceride lowering therapies

e  Greater incorporation of CAC

e Universal Lp(a) testing

Blumenthal, et al, JACC 2026
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AHA PREVENT Equations

@ ASCVD Heart Failure

Sex’ Age (years)” SBP (mmHg)'
o Male Fernale
30-79 90-200
Total Cholesterol (mg/dL)’ HDL Cholesterol (mg/dL)" eGFR (mL/min/1.73m?)"
130-320 20-100 15-140

BMI (kg/m?)" Diabetes Current Smoking

use within the last 30 days

o No Yes

Lipid-lowering medication Anti-hypertensive medication

ny medication for hyp

The following three predictors are optional for further personalization of risk assessment. When they are clinically indicated or
available,

If available

UACR (mg/g) HbAIC Zip Code

s clinically ir

ndividuals with valid 5-digit zip co

eeded to estimate

ic kidney dis

o No Yes

Calculate Reset
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PREVENT in the Guidelines

Crosswalk Between 10-Year Risk ASCVD Logic for Defining the Absolute Estimated 10-year ASCVD Risk for

Estimates From PCE and PREVENT-ASCVD Consideration of LLT at 23% in Primary Prevention

Equations

: - Panel A: Panel B:
Approximate Equivalent I}anges*of 10-Year Moderate-intensity statin assumptions High-intensity statin assumptions
ASCVD Risk Estimates RRR for ASCVD: 35%; NND in 10 y: 100 RRR for ASCVD: 45%; NND in 10 y: 33
Risk Group PCE PREVENT-ASCVD 120 120
Low <5% <3%
100 NND 100

Borderline 5% to <7.5% 3% to <5% I"°° |
Intermediate 7.5% to <20% 5% to <10% o -
High =20% =10%

60 60

*The PREVENT-ASCVD equations generally provide 10-year risk estimates that are
40% to 50% lower than the PCE estimates because the PCE calculator often over-
estimated the risk for adults.

ASCVD denotes atherosclerotic cardiovascular disease; and PCE, pooled cohort
equations. Adapted from Khan et al.'?

NNT to prevent
1 ASCVD event

40 across risk spectrum

40

20 20

Number Needed to Treat (NNT-benefit)

0.0 5.0 10.0 15.0 20.0 25.0 0.0 5.0 10.0 15.0 20.0 25.0

10-y CVD Event Rate

2 2026 Dyslipidemia
©o

Blumenthal, et al, JACC 2026
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In adults at intermediate risk and
select adults at borderline risk with
no prior ASCVD, if the decision
regarding LLT remains uncertain, a
CAC score should be used for further
risk stratification and to guide the
decision to withhold, postpone, or
initiate therapy.”™

5. In adults with no prior ASCVD, if
incidental CAC is identified on
noncardiac computed tomography
(CT) scans (eg, by visual estimation
or a validated artificial-intelligence-
based algorithm), the presence of
coronary atherosclerosis should be
considered during decision-making
about initiation or intensification of
LLT to reduce ASCVD risk."'?

Blumenthal, et al, JACC 2026
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6. In adults with no prior ASCVD who
are likely to have a high burden of
noncalcified plaque (eg, inflamma-
tory disorders, persons living with
HIV, and diabetes), selective use of
coronary computed tomography
angiography (CCTA) may be useful
to inform risk assessment and guide
decisions regarding treatment in-
tensity of LLT.">""7

CPR Framework for Risk Evaluation =

Calculate and Classify

[ conn

[[] corza

[ coran

[ com 3-no Benetie
Estimate 10-y risk with . COR 3-Harm
PREVENT-ASCVD

|

Low risk

0%-<3%
Personalize l

Discuss risk estimate
and therapy options
with patient

Reclassify and Reassess

Decide and Treat

v

Lifestyle modification

@ "" 2026 Dyslipidemia

1

' v v

Borderline risk Intermediate risk High risk
3%-<5% 5%-<10% 210%

! ! !

Discuss risk estimate 1 Discuss risk estimate | Discuss risk estimate

and therapy options and therapy options and therapy options
with patient with patient with patient
AND
E:
Evaluate risk enhancers
If clinical or patient 1 If clinical or patient 1

uncertainty, consider uncertainty, consider
CAC score and revise CAC score and revise
results results

L

Lifestyle modification 1
and lipid-lowering
therapy

Treat with lifestyle 2a
modification and

potential lipid-lowering
therapy

[Slide #]



Return to LDL-C Goals

LDL-C <100 mg/dL (2.6 mmol/L)

Patient population
Non~-HDL-C <130 mg/dL (3.4 mmol/L)

PREVENT-ASCVD <10%
* If TG 2150 mg/dL to 499 mg/dL,
apoB goal: <90 mg/dL

Primary prevention

Lipoprotein Goals for ASCVD Risk Reduction

LDL-C <70 mg/dL (1.8 mmol/L)
Non-HDL-C <100 mg/dL (2.6 mmol/L)

LDL-C <55 mg/dL (1.4 mmol/L)
Non-HDL-C <85 mg/dL (2.2 mmol/L)

PREVENT-ASCVD 210%
* If TG 2150 mg/dL to 499 mg/dL,
apoB goal: <70 mg/dL

N/A

atherosclerosis for age, sex, and race

Hypertriglyceridemia <50 y old with no additional risk
enhancers

Clinical ASCVD N/A

age, sex, race
* CAC 2300 to 999 AU
= Optional goal: LDL-C <55 mg/dL,
non-HDL-C <85 mg/dL and consider
apoB goal <55 mg/dL

Severe Without FH, ASCVD risk factors, and With FH, ASCVD risk factors, or subclinical Severe hypercholesterolemia or
hyperchol: lemi: b atherosclerosis atherosclerosis HeFH with clinical ASCVD
Diabetes Without ASCVD risk factors or With ASCVD risk factors or diabetes-specific | N/A

diabetes-specific risk modifiers risk factors

+ apoB goal: <90 mg/dL « apoB goal: <70 mg/dL
Subclinical CAC =1-99 AU and <75th percentile + CAC 2100 to 299 AU or 275th percentile for | CAC 21000 AU

+ With clinical ASCVD not at very high risk
< apoB goal: <70 mg/dL

* Age 40-75 y with =1 ASCVD risk factor
= apoB goal: <70 mg/dL

With clinical ASCVD at very high risk
« apoB goal: <55 mg/dL

Not at very high risk

* Optional goal: LDL-C <55 mg/dL,
non-HDL-C <85 mg/dL and consider
apoB goal <55 mg/dL

* At very high risk
= apoB goal: <55 mg/dL
* With CKD

@ "’, 2026 Dyslipidemia

Figure 1. Lipoprotein Goals for ASCVD Risk Reduction.

apoB indicates apolipoprotein B; ASCVD, atherosclerotic cardiovascular disease; AU, Agatston units; CAC, coronary artery calcium; CKD, chronic kidney
disease; FH, familial hypercholesterolemia; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; and TG, triglycerides.

Blumenthal, et al, JACC 2026
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Statins — treat to target?

Figure 2. Lipid-Lowering Therapy During the Study Period

Treat-to-target group

A | Statin use TNone [T] Low intensity [I] Moderate intensity [l High intensity
100
80
®
£ 60
% a0 |
]
B
20
0 B - —— | = | = .|
0-6 wk 6 wk-3mo 3mo-6mo 6mo-1y
Study period
Na. of participants
High intensity 1022 2176 1116 2099 1125 2080 1144 2036
Moderate intensity 1173 24 1047 70 1019 7% 289 99
Low intensity 5 [ 10 2 13 3 14
Nane 0 0 14 16 25 25 30 43
Total No. 2200 2200 2187 2187 2182 2184 2177 2182
8 | Ezetimibe use
20
[ Treat-to-target group [l High-intensity statin group
15
bt
2
E
E 1w
g
5 —
3
5
0 | D |:|
0-6wk 6 wk-3mo 3 mo-6mo 6ma-ly
Study period
No. of participants
Use of ezetimibe 21 10 155 79 163 95 42 123
Total No. 2200 2200 2187 2187 2182 2184 2177 2182

High-intensity statin group
[Itone [ Low intensity [l Moderate intensity [l High intensity

1y-2y

1197 1975
900 143
5 4
4z a4
2164 2166

ly-2y
336 158
2164 2166

2y-3y
1194 1903
868 182
26 3
49

137 2138
2y-3y

422 232

2137 2138

Hong, et al, JAMA 2023
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Cumulative incidence of the primary end point

Cumulative incidence of death, Ml,
stroke, or coronary revascularization, %

10+ .
Absolute difference at 36 mo, -0.6 percentage
points (1-sided 97.5% Cl, - to 1.1)
3. P for noninferiority <.001 //./
Fr
ol
) j_/_/f
4- a
2- A,/r Treat-to-target group
)__f',. High-intensity statin group
_'.-_.:-'-J
0", T T 1
0 12 24 36
Months since randomization
2200 2123 2054 1989
2200 2127 2056 1985
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Measurement Recommendations

1.

In adults and children, a standard
nonfasting or fasting lipid profile is
recommended to document baseline
lipid levels, estimate ASCVD risk,
and guide initiation of LLT."*-*

U

Blumenthal, et al, JACC 2026
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In adults and children with a family
history of dyslipidemia or premature
ASCVD, a personally known or sus-
pected disorder in TG metabolism, or
whose nonfasting lipid profile re-
veals a TG level 2400 mg/dL (=4.5
mmol/L), a fasting lipid profile
should be performed to more accu-
rately estimate the LDL-C level.*¢1°

2a

—_

6.

In adults and children, routine
advanced lipoprotein testing (eg,
gradient gel electrophoresis, den-
sity gradient ultracentrifugation,
nuclear magnetic resonance spec-
troscopy, ion mobility analysis) to
assess lipoprotein subclasses and
parameters such as LDL particle size
is not recommended to estimate
ASCVD risk and guide initiation of
LLT.9'10'20

. In adults on LLT, particularly those

with ASCVD, CKM syndrome, type 2
diabetes, and/or elevated TG, mea-
surement of apoB is reasonable to
guide decisions regarding further
therapeutic intensification once
LDL-C and/or non-HDL-C goals are
achieved."®

2b

. In adults not on LLT, measurement

of apoB may be reasonable to
enhance ASCVD risk assessment,
guide decisions about initiation of
LLT, and characterize inherited lipid
disorders.?°"12
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Measurement Recommendations

1. In all adults, measurement of Lp(a)
-- concentration is recommended at
least once for ASCVD risk assess-
ment.”*

V.-\:IJ8- ¥ ASCVD Risk Related to Lp(a) Concentrations*

ASCVD Relative Risk:

Lp(a) concentration Increase Compared With Population
nmol/L (mg/dL) Median (20 nmol/L, 7 mg/dL)
430 nmol/L (180 mg/dL) 4-fold

350 nmol/L (150 mg/dL) 3-fold

250 nmol/L (100 mg/dL) 2 -fold

125 nmol/L (50 mg/dL) 1.4-fold

75-124 nmol/L (30-49 mg/dL) 1.2-fold

<75 nmol/L (<30 mg/dL) Reference

Blumenthal, et al, JACC 2026
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Primary Prevention

Primary Prevention in Adults 30-79 Y Without ASCVD

Adults with LDL-C
70-189 mg/dL

v

Health behavior 1
counseling

+

Calculate 10y and
30-y ASCVD risk using
PREVENT-ASCVD

AND

Have benefit-risk
discussion

Table 13. Risk Enhancers

Risk Enhancers

History of premature ASCVD in a parent or sibling (onset age <55 y for
men, <65 y for women)

Higher risk ancestry (eg, South Asian, Filipino)
High polygenic risk (if measured) (Section 4.2.3.5, “Polygenic Risk Scores")

Chronic inflammatory diseases (eg, systemic lupus, rheumatoid arthritis,
advanced psoriasis, inflammatory arthritis)

Lp(a) 2125 nmol/L or 250 mg/dL
hsCRP =2 mg/L on >1 occasion (if measured)

TG persistently 2175 mg/dL (2 mmol/L) (if nonfasting) and =150 mg/dL
(1.7 mmol/L) (if fasting)

CKM syndrome

LDL-C persistently =160-189 mg/dL (4.1-4.9 mmol/L), non-HDL-C
2180-219 mg/dL or apoB 2120 mg/dL*

Reproductive risk markers (premature menopause, preeclampsia, gesta-
tional diabetes, gestational hypertension, preterm delivery; Section 4.2.3.4,
“Reproductive Risk Marker®)

Blumenthal, et al, JACC 2026
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LEGEND

[ conr

[ conzs

W o=
W consnem

{ T 1

!

Low 10-y Risk Borderline 10-y Risk Intermediate 10-y Risk High 10-y Risk
(<3%) (3%-<5%) (5%-<10%) (:10%)
LDL-C 160-189 Decide to 1 1
dL or 30+
:sgévn(i:sk )1' 0% " [ statlr? ) Start moderate- to Start high-ntensity
'is . $ Vis L high-intensity statin statin
Start moderate-  2a 1 Start moderate-  2a AND AND
intensity statin Health behavior intensity statin Goal: 230% 10 250% 23 Goal: 250% 2a
Goal: 230% counseling Goal: 230% LDL-C reduction; LDL-€ reduction;
LDL-C reduction; LDL-C reduction; LDLC <100 mg/dL LDL-C <70 mg/dL
LDL-C <100 mg/dL LDL-C <100 mg/dL S and non-HDL-C
and non-HDL-C and non-HDL-C <130 mg/cL <100 mg/dL
<130 mg/dL <130 mg/dL l ¢
o 1 If LDL-C and 2a
ecision
Monitor response non-HOL-C goals
tostart LLT = No P> 10 therapy still not achieved,
uncertain? 2dd ezetimibe
1
YES ¢
B 1f LDL-C and 2b
non-HOL-C goals
P CACassessment still not achieved,
add PCKS9 mAb or
* bempedoic acid
. CAC>0*?
YES No
1 Start health L
‘:“‘m GED behavior counseling
therapy and repeat GAC in
3-7y
AND )
Repeat CAC a2
in3-7y
/% 2026 Dyslipidemia
©o
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Diabetes

Adults With Diabetes and Without ASCVD

L Add ezetimibe or £
£ I PCSK9 mAb
Goal: 250% LOL-C

reduction, LDL-C <70

" 1
LOLC <100 mg/dL and 5t
- 3 Intensify LOL-C LDL-C <70 mg/dL and and non-HOL-C <100
] clecated ighcerides = N0 —P LU non-HOLC 100 moyaL2 ) *© P
ol 2150-500 mg/dL? A
Adults with diabetes but v!s v:s Optional apoB goal
without ASCVD + <70 mg/dL
| by 1
Monitor adherence
l l l Add % and response to therapy
20-39 y of age 40-75y of age >75y of age

l l Start moderate-intensity | ¥ Engage in beaefitrisk
it

statin' ds 0
Diabetes-specifc risk For adults 230y of age, Goal: 230%-49% LOLC e
enhancers® present? PREVENT ASCVD 10-y risk reduction, LOL-C
23% or 30-y risk 210% <100 mg/dL, and
non-HOL-C <130 md/dL l
AND

»
YEs —L NO YES —L NO Optional apoB goal Start moderate-intensity
I <90 mg/dL statin therapy'

n 1 2 1
Start moderate- Healthy behavior Start moderate: Healthy behavior
intensity statin counseling intensity statin counseling

PREVENT-ASCVD 10y
risk 210% or multiple
ASCVD risk factors?

|
vEs

-

Increase high-intensity 28

statin'

Goal: :50% LOL-C

reduction, LOL-C

<70 mg/dL, and

non-HOL-C <100 md/dL
AND

Continue moderate-
—NO = o
intensity statin

Optional apoB goal
<70 mg/dL

Blumenthal, et al, JACC 2026
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Secondary Prevention

Secondary Prevention
* Not very high-risk:
* LDL-C<70 mg/dL (50% reduction)
e Optional <55 mg/dL
* Very high-risk:
e LDL-C <55 mg/dL (50% reduction)
e Step up therapy of choice

Blumenthal, et al, JACC 2026
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Major ASCVD Events

+ ACS within past 12 mo

« History of MI (other than ACS above)
* History of ischemic stroke

+ Symptomatic PAD

High-Risk Conditions

+ Age =265y
+ 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

[Slide #]



Subclinical Atherosclerosis

Managing Adults With Subclinical Atherosclerosis Leceno

Management of patients with
subclinical atherosclerosis

I
v v v v .

AC = 11099 AU ane AC 2100 ¢ A
?75211 pec::nhleufnzl ; gv gSlP?Ope?:i::!el:ov Severe Extensive Incidestal CAC on
= CAC 2300 10 999 AU CAC 21000 AU nongated CT
age, sex, race age, sex, race
Start moderate- e Start LDL-C- : Start LDL-C- t Start LOL-C- 1
Moderate-to-severe
intensity statin lowering therapy lowering therapy lowering therapy Mild CAC CAC
Goal: 230%-49% Goal: 250% LDL-C Goal: 250% LOL-C Goal: 250% LOL-C
LDL-C reduction; reduction; reduction; reduction;
LDL-C <100 mg/dL LDL-C <70 mg/dL LDL-C <70 mg/dL LDL-C <55 mg/dL
and non-HDL-C and non-HDL-C and non-HOL-C and non-HDL-C
<130 mg/dL <100 mg/dL <100 mg/dL <85 mg/dL
22
Start moderate- Start moderate- to
?:éﬁ,":;foe ! ?s::‘;z;fo Lo intensity statin high-intensity statin
Goal: 230% LDL-C Goal: 250% LOL-C
reduction; reduction;
l LDL-C <100 mg/dL LDL-C <70 mg/dL
and non-HOL-C and non-HOL-C
Optional goal 2a <130 mg/dL <100 mg/dL
LDL-C of <55 mg/dL
and non-HOLC
<85 md/dL

1
Blumenthal, et al, JACC 2026
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New Dyslipidemia Guidelines

>100 mg/dL >70 mg/dL >55 mg/dL

* <3% risk with LDL-C
160-189 :ng/dL or 30- e >10% risk *  LDL-C>190 mg/dL +
year 210% *  LDL-C>190 mg/dL + RFs ASCVD

. f|-31|_0? risk . Diabetes + RFs *  CAC 21000, optional

. -C>190 mg/dL «  CAC 2100 or 275t >300
W_/OUt other RFs percentile +  Clinical ASCVD, very

*  Diabetes w/out other «  Clinical ASCVD, not very high risk, optional not
RFs high risk very high risk

¢ CAC1-99, <75%
percentile

Blumenthal, et al, JACC 2026
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Key Dietary Recommendations

Health Behavior Interventions in Patients With Hypertriglyceridemia

Implemented shared TG 2150 to 499 mg/dL* | TG 2500 to 999 mg/dL* TG 21000 mg/dL’
decision-making intervention (1.7 to <5.7 mmol/L) (5.7 to <11.3 mmol/L) (211.3 mmol/L)
Added sugars (percent calories) <6% <5% Eliminate
I Total fat (percent calories) 30%-35% 20%-25%% 10%-15%8"
I Alcohol Avoid Abstain completely Abstain completely

Physical activity

At least 150 minutes/week of accumulated moderate-intensity or 75 minutes/week of
vigorous intensity aerobic activity (or equivalent combination of both) and 2 days/week
of upper and lower body resistance exercise'

Weight loss
(percent body weight)

Recommended weight loss goal of 5%-10% for patients who are overweight or obese

with elevated TG

/% 2026 Dyslipidemia
©o

Blumenthal, et al, JACC 2026
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1. In individuals with dyslipidemia, the
use of dietary supplements is not
recommended to lower LDL-C or TG
based on limited and inconsistent
data and/or limited benefits in lipid-
lowering and reduction in ASCVD
risk."
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SECTION 2

Updates on Statin and
Non-Statin Therapies




Combination therapy up front

10

Cumulative incidence (%)

— High-intensity statin monotherapy
—— Moderate-intensity statin with
ezetimibe combination therapy

Absolute difference-0-78% (90% CI-2-39 to 0-83)

Number at risk
Monotherapy 1886
Combination therapy 1894

T T 1

1 2 3
Time since randomisation (years)
1786 1711 1639
1795 1724 1654

Kim, et al, Lancet 2022
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Event rate: 9.1% vs. 9.9%

LDL-C <70 mg/dL at 3 years: 72% vs. 58%
Median LDL-C at 3 years: 58 vs. 66 mg/dL

Drug discontinuation / reduction: 4.8% vs. 8.2%

[Slide #]



PCSK9 Inhibitors

Placebo

Evolocumab  _

—3

1004
904
80|
|
= 70|
el
=
oo
E 60
®
1] d |
g 50 |
s |
& 40
= |
8 ot
20
10+
Ot
0 4
No. at Risk /
Placebo 13,779 13,251
Evolocumab 13,784 13,288
Absolute difference (mg/dl) 54
Percentage difference 57
P value <0.001

T
12

T
24

T
36

% Sy

13,151
13,144

58
61

<0.001

12,954
12,964

57
61
<0.001

48

12,596
12,645

56

<0.001

60

72

12,311
12,359

55

<0.001

84
Weeks

T
96

10,812
10,902

54

<0.001

108

T
120

6926
6958

52

<0.001

T
132

T
144

3352
3323

53

<0.001

156

168

790
768

50
54

<0.001

Sabatine, et al, NEJM 2017
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A Primary Efficacy End Point

100 16+ 14.6
904 Hazard ratio, 0.85 (95% Cl, 0.79-0.92)
149 p<0.001
_. 804 12 10.7 6
X \
= 70 104 Placebo
= 8- 9.1 Evolocumab
§ 60 6.0 -
(v] 6
£ 504
[} 4 5.3
£ 404
_E 30 2
6 0 T T T T T 1
20 0 6 12 18 24 30 36
10
0 T T T T T 1
0 6 12 18 24 30 36
Months
No. at Risk
Placebo 13,780 13,278 12,825 11,871 7610 3690 686
Evolocumab 13,784 13,351 12,939 12,070 7771 3746 689

[Slide #]



PCSK9 Inhibitors — VESALIUS-CV

A 3-Point MACE
Patients 100
10+ Hazard ratie, 0.75 [95% Cl, 0.65-0.86)
90+ 9+ P<=0.001
= a0 3 - 30
£ 80 74 Placebo .~
g 70 . 6.2
c o~
60 59 —~
:g 49 ../’fj
= 304 3 P Evolocumab
2 407 2 L
m
Evolocumab Placebo = 304 1 -
r\ E U I T T T 1
; : 204 0 1 2 3 4 5
) v
/. 10- J—
,: 0 T | T 1
L 0 1 2 3 4 5
7~
Years
N6 6128
R R No. at Risk
Placebo 6128 5921 5726 5483 4176 1496
Evalacurmab 6129 5048 5796 5623 4301 1560

Bohula, et al, NEJM 2026
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PCSK9 Inhibitors — VESALIUS-CV

JAMA

QUESTION Do high-risk primary prevention patients without known significant atherosclerosis and with diabetes benefit from intensive
lowering of low-density lipoprotein cholesterol levels with PCSK9 inhibitor therapy?

CONCLUSION In high-risk patients without known significant atherosclerosis and with diabetes, the PCSK9 inhibitor evolocumab
significantly reduced the risk of a first major cardiovascular event.

POPULATION .
2066 Females g%
1589 Males n

Patients with no prior myocardial
infarction or stroke and no known
significant atherosclerosis,

with diabetes and LDL-C level
90 mg/dL or greater

Median age: 65 years

LOCATIONS /
774 ‘

Sites \ /
worldwide \ -

INTERVENTION

12 257 Patients randomized

3655 Patients qualified for this
substudy and were analyzed

1849 1806
Evolocumab Placebo
Evolocumab (140 mg Matching placebo
subcutaneously every 2 weeks)

PRIMARY OUTCOME

Dual composites of coronary heart disease death, myocardial
infarction, or ischemic stroke (3-P MACE) and 3-P MACE plus
ischemia-driven arterial revascularization (4-P MACE)

FINDINGS
5-Year estimates of patients
with 3-P MACE and 4-P MACE events

Evolocumab Placebo
3-P MACE 5.0% 7.1%
4-P MACE 7.6% 10.5%

Evolocumab statistically significantly reduced
risk of a first major cardiovascular event:

3-P MACE: HR, 0.69 (95% CI, 0.52 t0 0.91); P=.009
Between-group difference, 2.1% (95% C1, 0.4% to 3.8%)

4-P MACE: HR, 0.69 (95% C1, 0.55 t0 0.86); P=.001
Between-group difference, 2.9% (95% 1, 0.9% to 4.9%

Bohula, et al, NEJM 2026

Hot Topics in Medicine - June 3, 2026

[Slide #]



PCSK9 Inhibitors — VESALIUS-CV

Blumenthal and Morris, Circulation 2026
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~

The significant cardiovascular benefits with more
intensive lowering of LDL-C to <bb mg/dL in patients
without previous Ml or stroke in VESALIUS-CV now blur
the distinction between ASCVD risk categories when
defining a “goal” LDL-C value. Thus, future updates to the
2026 ACC/AHA/Multisociety Dyslipidemia Guideline
should include a single pathway of care for all patients
with ASCVD (including prior MACE as well as coronary
artery disease, peripheral artery disease, cerebrovascular
disease, or at least moderate atherosclerosis on imaging
without prior Ml or stroke) with an optimal LDL-C goal of
<55 mg/dL to be achieved via pharmacotherapy as well
as lifestyle optimization.

VESALIUS-CV also redefines the benefits of more
intensive LDL-C—lowering therapy to an LDL-C goal
of <bb mg/dL in patients with high-risk diabetes
and =1 additional high-risk feature. Future guideline
revisions should include an evidence-based recom-
mendation for more intensive LDL-C lowering in this
high-risk population.
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PCSK9 Inhibitors — Inclisiran

Key Question

To evaluate the effect on the prespecified exploratory endpoint, cardiovascular events. This was studied in a patient-level,
pooled analysis of the pivotal Phase Ill ORION trials (ORION-9, ORION-10 and ORION-11) over 18 months.

Key Finding

Inclisiran significantly reduced major adverse cardiovascular events (OR [95% CI] : 0.74 [0.58-0.94]), but not fatal and non-fatal
myocardial infarction (OR [95% CI] : 0.80 [0.50-1.27]) and fatal and non-fatal stroke (OR [95% CI] : 0.86 [0.41-1.81]).

Take Home Message

This pooled analysis offers early insights into the potential cardiovascular benefits of lowering LDL-C with inclisiran and suggests potential
benefits for major adverse cardiovascular event reduction.
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Inclisiran and risk of reported MACE from the patient-level pooled ORION-9, ORION-10 and ORION-11 trials.
Ray, et al, EHJ 2023
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Bempedoic Acid
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Bempedoic Acid

Hazard Ratio Bempedoic Acid Placebo Interaction

Endpoints (95% Cl) (N=6992) (N=6978) P value
Age category (years)

<65 —a— 0.87 (0.74, 1.02) 275 (9.6) 321 (11.0)

265t0<75 —a— 0.83(0.72, 0.96) 362 (11.8) 419 (13.8) 0.60

275 81— 0.95(0.77, 1.16) 182 (17.1) 187 (17.9)
Race

White —— 0.88 (0.80, 0.98) 766 (12.0) 846 (13.4) 021

Non-white I i 0.71(0.50, 1.00) 53(8.9) 81(12.6) '
Ethnicity

Hispanic or Latino —a— 0.77 (0.58, 1.02) 85(7.1) 106 (9.3) 035

Not Hispanic or Latino —— 0.89 (0.80, 0.98) 734 (12.7) 821 (14.1) ‘
Sex

Male —a— 0.87 (0.77, 0.98) 537 (14.8) 598 (16.6) 0,89

Female —a— 0.86 (0.73, 1.01) 282 (8.4) 329(9.7) s
Region

North America (US and Canada) —a— 0.80 (0.68, 0.95) 247 (16.4) 301 (19.9)

Latin America I i { 0.76 (0.56, 1.04) 70(7.8) 89(10.2)

Western Europe I L i 1.04 (0.81, 1.34) 123 (15.6) 122 (14.7) 0.17

Eastern Europe —a— 0.96 (0.82, 1.11) 321(94) 326 (9.9)

Other (Rest of the World) I i i 0.71(0.51, 0.98) 58 (14.8) 89(19.7)
Baseline BMI category (kg/m2)

<25 I L] { 0.99 (0.76, 1.29) 117 (10.9) 108 (10.7)

225 to <30 —a— 0.96 (0.83, 1.11) 345 (12.2) 360 (12.5) 0.06

230 —a— 0.77 (0.67, 0.89) 357 (11.6) 459 (14.8)
Baseline CVD risk category

Secondary prevention [Documented CVD History] —a— 0.91(0.82, 1.01) 708 (14.5) 766 (15.7) 0.03
Primary prevention [At high risk for CVD] A 0.68 (0.53, 0.87) 111(5.3) 161 (7.6) '
r 1
0.5 1.0 1.5
Favors Favors
Treatment Placebo

Nissen, et al, NEIM 2023
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Bempedoic Acid

- INDICATIONS AND USAGE -
NEXLETOL, an adenosine triphosphate-citrate lyase (ACL) inhibitor, is
indicated:

e To reduce the risk of myocardial infarction and coronary revascularization
in adults who are unable to take recommended statin therapy (including
those not taking a statin) with:

o established cardiovascular disease (CVD), or
o ahigh risk for a CVD event but without established CVD. (1)

e As an adjunct to diet, in combination with other low-density lipoprotein
cholesterol (LDL-C) lowering therapies, or alone when concomitant
LDL-C lowering therapy is not possible, to reduce LDL-C in adults with
primary hyperlipidemia, including heterozygous familial
hypercholesterolemia (HeFH). (1)
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Oral PCSK9i Therapy

Participants

« 2909 adults

« Mean age, 63 years & \

« Men: 61%; Women: 39% { LDL,
\

o“‘ Elevated levels of
PCSK9—(3;£; LDL cholesterol

§
oL
receptor

Enlicitide
20 mg

Placebo

N=1940 N=969

Navar, et al, NEIM 2026
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Mean Percent Change

Change in LDL Cholesterol Levels

Adjusted between-group difference, -55.8 percentage points
(95% Cl, —-60.9 to -50.7); P<0.001
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-80 I T I ] T ]
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Week
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CETP Inhibition

Patients

«» 2530 adults
» Mean age, 65 years
« Men: 66%; Women: 34%

» Mean baseline LDL
cholesterol level: 98 mg/dl

Obicetrapib

Nichols, et al, NEJM 2025
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Hypertriglyceridemia

When to treat?

e Lifestyle modification for all
e Increased ASCVD risk

e Lower LDL-C (statins), IPE
e Pancreatitis risk

Typically with very high levels, at least >500 mg/dL

Lower triglycerides (fibrates, omega 3 FAs, targeted therapy)
e Think about FCS

Nichols, et al, NEJM 2025
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Icosapent ethyl

Bhatt, et al, NEJIM 2019
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A Primary End Point
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ApoC-lll inhibition (Olezarsen)

UCSan Diego

SKAGGS SCHOOL OF PHARMACY

AND PHARMACEUTICAL SCIENCES
Department of Pharmacy Practice and Sciences

Patients

CORE-TIMI 72a Trial

Olezarsen Placebo

-

N=205 N=204 N=208

Marston et al, NEJM 2026
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Placebo-Adjusted Change in Fasting Triglyceride Level

Hypertriglyceridemia

CORE2-TIMI 72b Trial

Olezarsen Placebo

0 mg

o

N=149 N«=147 N=148
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£ sz04 Placebo
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]
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g 0 l
2 404 Olezarsen
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E T T T T
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10+
0 1 T T T
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Days of Follow-up
No. at Risk
Placebo 356 345 342 333 323
Olezarsen 705 694 685 677 666
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SECTION 3

Overview of Lp(a) and
Emerging Therapies




Lipoprotein(a)

Atherogenesis &
Vascular Inflammation
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Bhatia, et al, J Clin Med 2022
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Elevated Lp(a) is Highly Prevalent

A A
200,000+ All Subjects
J 250+
W <30 mgrdL 225
M 30-50 mg/dL = |
150,000 B 50 mg/dL g 200
€ 1751
by
c
£ 100,000-
4
(o
50,000
>30 mg/dL = 35.0% i
>50 mg/dL = 24.0% |
0- . White South Black Chinese

I I
0 50 100 150 200 250 300 Asian
Lp(a) mass, mg/dL Race

Varvel et al, ATVB 2016; Patel et al, ATVB 2021
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The Problem: Lp(a) is Very Under-Tested

350

309,806

300

2%

200

Distinct Patients Undergoing Testing (Thousands)

Percentage of Annual Base Population Undergoing Testing

50

2015 2016 207 2018 2019 2020 2021 2022 2023 2024
Year

Ramsis and Bhatia, et al, JACC Advances 2025
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Potential Barriers to Lp(a) Testing

 Knowledge

 Complexity of medicine

* Guidelines

* Concerns about cost

* Complexity of measurement / units

* “There’s nothing you can do about it”
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Test Most People Once

Intra-individual Variability in Lipoprotein(a) Levels

11,669 adult patients with Baseline Lp(a) = 16 mg/dL (7, 52)
baseline and follow-up
lipoprotein(a) measurements
(between 1997 and 2024)
with a minimum of one year

apart )
Median age = 54 years (46, 63) Follow-up Lp(a) = 15 mg/dL (7, 52)
Males = 60%
]
EW Spearman’s rho: 0.93 - p-value: < 0.001 i E
= :0.93- <0, { {
2w " " g Normal Lp(a) (63%) 96.4% Normal Lp(a) (64%) g.
3 © : - =
g 100 ] Borderline Lp(a) (11%)4s.8%Borderline Lp(a) (9.8%) 2
G i H
= ] % 200 w00 High Lp(a) (26%) 89.9% High Lp(a) (26%) *
Lp(a) levels at baseline (mg/dL)
Had an intra-individual
i Lp(a) change ) mg/dL
Spearman’s rank correlation k coefficient = 0.80 - substantial agreement Predictors of variability
coefficient = 0.93 - strong, between Lp(a) categories across time oz Se:(p <0.001)
statistically significant positive History of ASCVD (p=0.003)
" Statin therapy (p=0.003)
correlation LDL-C levels 2100 mg/dL (p <0.001)

Awad et al, EJPC 2025



Tailoring Risk Assessment

Adjusted Hazard Ratio
S &

[an SN
il

0 50 100 150 200 250 300 350 400
Lipoprotein(a) (nmol/L)

Patient example: For a patient with 10-y risk estimate of 10.0%, who has
an Lp(a) level of 250 nmol/L, the updated predicted risk estimate would be
16.9%: 10.0 %x1.1112%0/50=10.0%x1.115=10.0%x1.69=16.9%

Patel et al, ATVB 2021; Reyes-Soffer et al, ATVB 2022
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Coronary Artery Calcium Scoring

Bhatia et al, JACC 2026
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CENTRAL ILLUSTRATION: Joint Association of Lp(a) and CAC for Incident
ASCVD

Joint Association of Lp(a) and CAC with ASCVD Risk in a Pooled Cohort
E g Pooled Cohort (n =11,319)

Qlesa n-6,674 2 n-238
@
By CAC of 0 and Lp(a) of 50 mg/dL By CAC Categories and Lp(a) of 50 mg/dL

S n=1402 n =861

Incidence Rate Incidence Rate
HR (95% Cl) Per1,000 HR(95%Cl) _Per1,000
Person-Years Person-Years

CAC >0 and Lp(a) >50 mg/dL ‘e 303252364 2123 CAG2300 and Lp(a) 250 mg/dL. " 612480781 4524

' '
' '
' '
: CAC 2300 and Lp(a) <50 mg/dL y e 4.42 (3.68-5.32) 35.68
' '
i W 23.25
CAC >0 and Lp(a) €50 mg/dL ! . 2.46 (213-2.84) 18.15 CAC100-299 and Lp(a) >50 mg/dL ! e oo 3.62(2.69-4.87)
! CAC100-299 and Lp(a) =50 mg/dL H e 3.01(2.49-3.64) 2123
' '
CAC= 0 and Lp(a) >50 mg/dL - 1.28 (1.01-1.61) 4.88 CAC1:99 and Lp(a) 250 /et PR 2030.59:265 N8
: CAC 1-99 and Lp(a) <50 mg/dL : - 1.98 (1.69-2.33) n.s7
' - [} -
CAC = 0nd Lp(a) <50 mg/dL . Referent 3.83 CAC=.0and Lp(2) >50 mg/dL T 1L26(100:160) MR
i CAC = 0 and Lp(a) <50 mg/dL Ll Referent 3.83
T t T T t T
0.1 1 10 0.1 1 10
Adjusted Hazard Ratio Adjusted Hazard Ratio
(95% CI) (95% C1)

Key Points:
« Elevated Lp(a) is associated with higher relative risk across CAC strata, including CAC of O, over 15 years of follow-up

+ Among those with CAC of O, absolute event rates remain low even when Lp(a) is elevated
+ CAC remains a powerful tool among individuals with elevated Lp(a)

Bhatia HS, et al. JACC. 2026;87(20):2864-2872.




Targeting Aggressive Risk Factor Modification

20

5_

)

Lp(a) <50 mg/dL
10 I Lp(a) 250 mg/dL

ASCVD Event Rate
(per 1,000 person years

Life’s Simple 7 Score

Razavi and Bhatia, et al, EJPC 2025
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Bhatia, et al, Circulation 2024

Overall Quartiles of Achieved LDL-C

More aggressive lipid lowering therapy

Adjusted HR [95% CI] Observed Event Rate

Hot Topics in Medicine - June 3, 2026

Per 100 PY
Achieved LDL-C Q1, Baseline Lp(a) <50 mg/dL (n=5401) [ ] 1.00 [1.00, 1.00] 3.15
Achieved LDL-C Q1, Baseline Lp(a) >50 mg/dL (n=594) : 1.38 [1.06, 1.79] 4.90
= 2 g 7 —a— T-T310.98, T.30] 5.

Achieved LDL-C Q2, Baseline Lp(a) >50 mg/dL (n=618) D —— 1.36 [1.12, 1.65] 7.73
Achieved LDL-C Q3, Baseline Lp(a) <50 mg/dL (n=2000) —a— 1.06 [0.90, 1.25] 5.45
_Achieved I DI-C Q3 _Baseline Lp(a)>50 ma/dl_(n=484) [E—— 1.231099 _1.53] 723
Achieved LDL-C Q4, Baseline Lp(a) <50 mg/dL (n=912) v o—.— 1.41[1.17,1.70] 7.28
Achieved LDL-C Q4, Baseline Lp(a) >50 mg/dL (n=195) B —— 1.90 [1.46, 2.48] 10.30

| | | |

0.5 1 2 3

Hazard Ratio
5 . - Observed Event Rate
Overall Quartiles of Absolute LDL-C Change Adjusted HR [95% CI] Per 100 PY

Change LDL-C Q1, Baseline Lp(a) <50 mg/dL (n=5598) l 1.00 [1.00, 1.00] 4.96
Change LDL-C Q1, Baseline Lp(a) >50 mg/dL (n=741) L 1.28 [1.09, 1.50] 7.62
Change LDL-C Q2, Baseline Lp(a) <50 mg/dL (n=3964) - 1.02 [0.91, 1.14] 4.79
Change LDL-C Q2, Baseline Lp(a) >50 mg/dL (n=790) L —— 1.28 [1.08, 1.51] 6.88
Change LDL-C Q3, Baseline Lp(a) <50 mg/dL (n=1150) D 1.25[1.06, 1.47] 5.38
Change LDL-C Q3, Baseline Lp(a) >50 mg/dL (n=236) L —— 1.55[1.19, 2.02] 8.29
Change LDL-C Q4, Baseline Lp(a) =50 mg/dL (n=709) e 1.52[1.25, 1.85] 6.22
Change LDL-C Q4, Baseline Lp(a) >50 mg/dL (n=124) —_— 1.32[0.87, 2.00] 6.08

[ | | |

0.5 1 2 3

Hazard Ratio



Use of PCSK9i

PCSKO Inhibitors and Lipoprotein(a)

Study of 6 academic medical centers Distribution of Percent Change in Lp(a) with PCSK9i

453 participants All Participants s Lp(a) >50 mg/dL.
Mean 62 years of age, 42% women .
Baseline Lp(a) 91.3 mg/dL
On-treatment Lp(a) 75.0 mg/dL

Lp(a) Reduction with PCSK9i

All Individuals
Median 17.3%

,i
i, M., .| H'Mrﬂq

Median 17.7%
Median 19.2 mg/dL

Absolute and Percent Change in Lp(a) with PCSK9i by Baseline Lp(a)

By Sex
Women: median 16.2% Sl | of2y
: 1
Men: median 18.6% e
g -20 | o2 o4
By Assay Type £ i f
Mass (mg/dL): median 18.6% LSS L | o4
Molar (nmol/L): median 17.4% 1 o
Predictors of Response o4
Baseline Lp(a) level 4 o
Female sex 3 -100 a0

Bhatia, et al, EJPC 2025
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Use of PCSK9i

O'Donoghue et al, Circulation 2019
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CHD death, MI or urgent coronary revascularization (3y KM rate, %)

B Evolocumab HR 0.77
B Placebo (95% CI 0.67-0.88)
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Use of PCSK9i

8.00

6.00

4.00

2.00

0.00

CHD death, MI or urgent coronary revascularization (3y KM rate, %)
CHD death, MI or urgent coronary revascularization (3y KM rate, %)

Lp(a) <=median Lp(a) >median

P interaction=0.07

A B
® Evolocumab HR 0.77 ® Evolocumab HR 0.75
mPlacebo (95% CI10.67-0.88) ®Placebo (95% Cl 0.64-0.88)
ARR=2.49% ARR=2.41%
HR 0.93 NNT=40 HR 0.89 NNT=41
1200 1 (95% CI 0.80-1.08) 12.00 1 (95% €1 0.79-1.01)
ARR=0.95% ARR=1.41%
9.90 9.91

10.00 + NNT=105 10.00 NNT=71

8.15

Lp(a) <=120nmol/L Lp(a) >120 nmol/L

P interaction=0.096

O'Donoghue et al, Circulation 2019; Monguillon et al, Circulation 2026
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5-year KM event rate (%)

94

B Evolocumab [ Placebo

HR 0.73 (0.53-1.01)  HR 0.39 (0.24-0.63)

ARR 0.9% ARR 3.6%
NNT 112 NNT 28
5.8
3.6
2.7
2.2
Lp(a) = 105 nmol/L Lp(a) > 105 nmol/L
(N=5391) (N=2166)



Potential Role for Aspirin Therapy in Primary Prevention

0.20
0.15
o
2
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w 0.10
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(3]
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0.00
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Days

Group =+ Lp(a) >50 mg/dL, no Aspirin =+ Lp(a) >50 mg/dL with Aspirin =+ Lp(a) <50 mg/dL, no Aspirin =+ Lp(a) <50 mg/dL with Aspirin

HR for aspirin: 0.54 (0.31-0.93) among Lp(a) >50 mg/dL
0.80 (0.58-1.10) among Lp(a) <50 mg/dL

Bhatia, et al, JAHA 2024
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Lipoprotein apheresis

Gianos, et al. ATVB, 2024.
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/ FDA-Approved Indications

Familial Hypercholesterolemia (FH)

Group A*: Clinically diagnosed HoFH;
LDL-C >500 mg/dL

Group B*: Clinically diagnosed HeFH;
LDL-C 2300 mg/dL

Group C*: Clinically diagnosed HeFH with
LDL-C =100 mg/dL and documented
CAD or PAD

Group D*: Clinically diagnosed HeFH; Lp(a) 260 mg/dL
and LDL-C 2100 mg/dL and
documented CAD or PAD

Focal Segmental Glomerulosclerosis (FSGS)*

Endothelial Function
* 4NO production and vasodilation
* ¥MCP-1, VCAM-1, endothelin-1

* ¥Blood/plasma viscosity

Coagulation/Thrombosis
« ¥Fibrinogen, vW factor
« ¥Factors V, VII, VIII, XI, XIIl and PAI-1

Inflammation/Oxidation
* ¥OxLDL, sdLDL
* ¥IL-6, TNFa, hsCRP, LpPLA2

Biomarker Changes With
K Lipoprotein Apheresis

LDL-C and Lp(a) Lowering \
LDL-C Lowering

* LDL-C $73%-80% acutely (avg)

* ¥ 35%-46% time-averaged

* LDL-receptor independent
Lipoprotein(a) Lowering

* Lp(a) ¥72% acutely (avg)

* ¥21%-31% time-averaged

+ Additive to other lipid-lowering therapies

B ) FF Evinacumab
5 - g
PCSK9i / ==

Statin

Lomitapide

* ¥MACE: 75%-95% reduced vs preapheresis
* YAngina/texercise tolerance

* 4 Coronary flow reserve

* 4Myocardial microvascular perfusion

* #Leg wound recovery

* ¥ Progression of aortic valve stenosis

Clinical Outcomes /




Universal Lp(a) Testing

The Case for Universal Lipoprotein(a) Testing

i A T

Cascade screening

High yield of testing

P

Risk for multiple

cardiovascular Target risk factor

diseases modification
i /% LDL-C lowering /

/ ‘ PCSKOi
Enhance risk Novel therapies on e Z
assessment the horizon Aspirin )

Bhatia, et al, AJPC 2025
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Emerging Therapies

Monoclonal antibodies

(PCSK9 inhibitors)

Small molecules

« Muvalaplin

« Evolocumab
+ Alirocumab

Small molecules
N hinder the
Monoclonal antibodies ( SIRNA \ interaction between
bind PCSK9 protein Targeting PCSK9 apo(a) and
preventing LDL « Inclisiran apoBI00,
receptor degradation preventing the
Targeting apo(a) assembly of
LDL « Olpasiran lipoprotein (a)
* Zerlasiran
‘\- Lepodisiran

Antisense
oligonucleotides

* Apo(a)g,
* Pelacarsen

Apo(a) mRNA

SiIRNA-RISC complex

degrades mRNA encoding 2 |
apo(a) or PCSK9 Apo(a) mRNA d
w L
‘:J“,uu\_\,‘_;ﬂ‘

|

Antisense oligonucleotides

interrupt the translation of
apo(a) mRNA

Greco et al, Circulation 2025
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Emerging Therapies

Pelacarsen 80% Lp(a)HORIZON (2" prevention) 2026
Lp(a)FRONTIERS CAVS (AS) 2030
Olpasiran SiRNA >95% OCEAN(a)-Outcomes (2’) 2028
OCEAN(a)-PreEvent (1’) 2031
Lepodisiran SiRNA ~95% ACCLAIM-Lp(a) (1’ and 2’) 2029
Muvalaplin Small molecule 70-86% MOVE-Lp(a) (1’ and 2’) 2031
Zerlasiran SiRNA ~86% Phase 3 TBD TBD
HRS-5346 Small molecule Phase 2 TBD

AZD4954 Small molecule Phase 1 2026
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