Evolving Therapies in Dyslipidemia and
ASCVD Risk Reduction:

Putting It All Together in High-Risk Patients
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Mission Critical: Treating the High-Risk Patient
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Who Is the Very High-Risk ASCVD Patient?

Recent ACS
History of prior Mi or

ischemic stroke
Symptomatic PAD

Other high-risk features

Age = 65 years

HeFH

Prior CABG or PCI
Diabetes

Hypertension

Chronic kidney disease
Current smoking

LDL-C > 2.6 mmol/L (100
mg/dL) on statin and
ezetimibe

History of HF

Recurrent ASCVD events
Major ASCVD event with >1
risk conditions

Clinical
ASCVD

ASCVD not at very high-risk*

Healthy Lifestyle

Age <75 yrs Age >75
2
High-intensity statin
(Goal:\ LDL-C 250%)
(Class 1)
If h If on h 4 A4
Imul::y maximal statin
statin not & LDL-C 270 Initiation of Continuation
tolerated mg/dL moderate or of
use | ”|(21.8 mmol/L),| | high-intensity | | high-intensity
moderate- adding statin is statin is
intensity ezetimibe reasonable reasonable
statin may be (Class lla) (Class lla)
(m |) reasonable
(Class lIb)
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Very high-risk* ASCVD

High-intensity or maximal statin
(Class 1)
]
1
1
1
¢ A4 1
If on maximal If PCSK9-1
statin & is considered, | | Dashed arrow
LDL-C =70 add ezetimibe indicates
mg/dL to maximal RCT-supported
(21.8 mmol/L),| | statin before efficacy,
adding adding but is less
ezetimibe is PCSK9-1 cost effective
reasonable (Class 1)
(Class lla)
l - I
> |
v 4
If on clinically judged-maximal LDL-C lowering
therapy & LDL-C 270 mg/dL (1.8 mmol/L),
or non-HDL-C 2100 mg/dL (=2.6 mmol/L),
adding PCSK9-1 is reasonable
(Class lla)
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Who Is the Very High-Risk ASCVD Patient?

Among 27,775 patients with a history of ASCVD in
Recent ACS the MarketScan database on January 1, 2016

History of prior Mi or

ischemic stroke
Symptomatic PAD

Other high-risk features

Age = 65 years
* HeFH
* Prior CABG or PCI
e Diabetes 55.3% met the definition
* Hypertension for very high risk
* Chronic kidney disease 26.0% had multiple major
*  Current smoking ASCVD events
e LDL-C > 2.6 mmol/L (100
mg/dL) on statin and 74.0% had a major ASCVD
szetimibe Pigh-risk conditions
* History of HF
* Recurrent ASCVD events J Am Coll Cardiol. 2019;74(20):2496-507;

. . J Am Coll Cardiol. 2022 DOI: 10.1016/j.jacc.2022.07.006
* Major ASCVD event with >1 m Coll Lardio jjace

risk conditions
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Reality Check:
Many Patients with ASCVD Not at LDL-C Goal

~1 of every 2 patients had LDL-C measured after PCI 2 ~1 of every 2 patients had LDL-C <70 mg/dL

100% -

50% -
0% -
70 to <100

LDL-C (mg/dL)

No LDL-C
48%

<70 1 55.2 Reference

70 to <100
>100 94.0

1.17 (1.09-1.26)

1.78 (1.64-1.94)

= 4/10(; 150 0.50 Ne—__—700
Per 1,000 Person-Years Lower Risk HR Higher Risk

+ 47,884 pts s/p PCI
« 3.2yrs F/U

Sud M et al. J Am Coll Cardiol. 2020;76:1440-1450. %MUSC Health Changing What'’s Possible = MUSChealth.org
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The LDL-C Treatment Journey

* What are the options for treatment of the high-risk patient?
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The LDL-C Treatment Journey...

—m

Bile Acid Lovastatin: 1987

Sequestrants
August 1973 ‘ Simvastatin: 1991
I Pravastatin: 1991

1973 1980 1985 1990 Atorvastatin: 1996 37
l Cerivastatin: 1997 m
September 1987 >  Withdrawn: 2001
Statins Fluvastatin: 2000

Rosuvastatin: 2003
Pitavastatin: 2009
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Timeline of Completed and Ongoing LDL Cholesterol—
Lowering Cardiovascular Outcome Trials

Placebo-controlled statin trials
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GISSI Prevenzmne m m

Statin vs. Usual/standard t:qre i Nearly 200,000
PROVE-IT m individuals
AtoZ enrolled in

statin trials!

Statin dose comparison trials
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Efficacy and safety of more intensive lowering of LDL cholesterol: a meta-analysis
of data from 170,000 participants in 26 randomized trials

Events (% per annum) RR (Cl) per 1 mmol/L reduction in LDL-C Trend
test

Statinfmore  Control/less

More vs less statin '
<2 mmol/L 704 (4-6%) 795 (5:2%) " 071 (0-52-0-98)
=2to <2-5mmol/L 1189 (42%) 1317 (4-8%) —._.— 0-77 (0-64-0-94)
22.5t0 <30 mmoIfL 1065 (4 5%) 1203 (5 O'}fj _'_._ 0 81(0 67 0 97) =204

CTTC meta-analysis showed that for every
1 mmol/L (38.7 mg/dL) reduction in LDL-C there
is a 20%-25% reduction in major CV end points.

All trials combined ¥
<2 mmol/L 910 (4-1%) 1012 (4-6%) " 0-78 (0-61-0-99)
=2to <2.5mmol/L 1528 (3-6%) 1729 (4-2%) — . 0-77 (0-67-0-89)
22.5 to <3-0 mmol/L 1866 (3-3%) 2225 (4-0%) — 0.77 (0.70-0.85) x’=1-08
=3to <3-5mmol/L 2007 (3-2%) 2454 (4-0%) —— 076 (0-70-0-82) (p=0-3)
>3-5 mmol/L 4508 (3-0%) 5736 (3-9%) 5 0-80 (0-76-0-83)
Total 10973 (3-2%) 13350 (4-0%) 0-78 (0-76-0-80)
—.— 99% or [ T ]
q> . 0-45 0-75 1 13

5% C|

< >

Statin/more better Control/less better

Lancet 2010; 376: 1670-81
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Evaluation of Time to Benefit of Statins for the Primary Prevention of
Cardiovascular Events in Adults Aged 50 to 75 Years
A Meta-analysis

15+

—
o
|

Benefits of statin therapy
increase steadily
with longer follow-up

un
1

Statin-treated group

Cardiovascular events per 100 people

3P < .05 between groups

0 1 2 3 4 5 6 7
Time after statin therapy initiation, y

JAMA Intern Med. 2021;181(2):179-185.
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Effect of Very High-Intensity Statin Therapy on Regression
of Coronary Atherosclerosis: The ASTEROID Trial

Baseline Follow-up

EEM Area
16.35 mm9

JAMA. 2006 Apr 5;295(13):1556-65

 To assess whether very intensive statin therapy
could regress coronary atherosclerosis as
determined by IVUS imaging.

» 349 patients underwent IVUS examination and

received rosuvastatin 40 mg over 24 months

Baseline LDL-C level of 130.4 (34.3) mg/dL declined to 60.8 (20.0)
mg/dL, a mean reduction of 53.2% (P<.001).

Significant reductions in
PAYV for the entire vessel
Atheroma volume in the most diseased
Total atheroma volume
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Beyond Statins...




Ezetimibe (2002)

* Discovered as part of program to
identify ACAT inhibitors for lipid
lowering

« Catalyzes formation CE from
cholesterol and long-chain fatty-
acid-acyl CoA to store and
transport cholesterol

* \Weak ACAT inhibitor, but lowered
cholesterol

* Different mechanism?

* Attime of U.S. approval in 2002,
target not known
> Inhibits NPC1L1 sterol transporter

N Engl J Med 2006; 354:1253-1263
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Impact of Ezetimibe in ACS
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IMPROVE-IT Study

18,144 ACS patients randomized to simvastatin (40 mg QHS) or
simvastatin/ezetimibe (40 mg/10 mg QHS) for 7 years

— Simvastatin
— Ezetimibe/simvastatin

Median time average

69.5 (1.8) vs 53.7 (1.4) [mg/dL (mmol/L)]

40
35
30
25
20
15
10

]

Event Rate? (%)

QE R 1
Time Since Randomization (Months)

N Engl J Med. 2015;372:2387-97

. 0

4 8 12 16 24 36 48 60 72 84 96

%MUSC Health

Medical University of South Carolina

-—= Simvastatin
== Ezetimibe/simvastatin

HR 0.936, P=.016

6 7
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PCSK9-targeted interventions: Monoclonal Ab (2015)

« Bind PCSKO9 to prevent targeted breakdown of LDL-R in lysozymes

Adnectins Vaccine  Oral cyclic small-

Oral ASO siRNA
\VAVAY Y77 = 4 (‘:}9 %4 molecule inhibitor
o o] 2 i) &-LoL
PCSK9—"¢ /‘
/—\ o / /_\ Plasma
ASG R—T LDLR# T - % T membran e
J\ ~ Y Hepatocyte
Gene editing (such PCSK9 l l cytoplasm
as CRISPR-Cas9 PCSK9 aene synthesis o
base editing) .'-: LDLR
‘s /’ ¥ % Y recycling
ﬂ\%\!ﬁ o A YAYAV AN l l
PCSK9 mRNA ) _
VAV AV A VAN FANTANTANT AN f,.ff[r oS
VAN /AN A\ AN INA \ Degradation Degradation
\_, N f Nucleus
VAV AN IS
N N 1\
mRNA degradation mRNA degradation
Nature Rev Cardiol.2021;18;805-6 éMUSC Healt_h Changing What’s Possible = MUSChealth.org
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PCSK9 mAb CV Outcomes Trials

FOURIER
A Primary Efficacy End Point
100+ 16~ 14.6
90— Hazard ratio, 0.85 (95% Cl, 0.79-0.92)
149 p<0.001
__ 80- 12- 10.7 a2
X d
o 70- 10 Placebo
s 8- 911 Evolocumab
€ 07 6.0 '
o 6-
£ 50+ .
) 4 53
£ 404
_g 30 >
6 0 [ I I I I 1
20 0 6 12 18 24 30 36
10+ _/
O | | | | 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

N Engl J Med. 2017;376(16):1527-39;
N Engl J Med 2018; 379:2097-2107

ODYSSEY Outcomes
100+ 16+
90 Hazard ratio, 0.85 (95% Cl, 0.78-0.93)
P<0.001
. 801 12+
(o]
& 704 Placebo
9
S 604 8+ Alirocumab
e
£ 50+
2 401 o
=
= 30+
g 0 I I | 1
O 204 0 1 2 3 4
L —
10
O | | I 1
0 1 2 3 4
Years since Randomization
No. at Risk
Placebo 9462 8805 3201 3471 629
Alirocumab 9462 8846 8345 3574 653
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The LDL-C Treatment Journey...

—m

Bile Acid Bempedoic
Sequestrants Acid
August 1973 February 2020

X A

1973 1980 1985 1990 1995 2000 2005 2010 2015 2020 2021

l J l l

September 1987 October 2002 July 2015 February 2021
Statins Ezetimibe Evolocumab Evinacumab
August 2015 T

Alirocumab °
Inclisiran
12/21
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PCSK9-targeted interventions: Inclisiran (12/21)

» Results in degradation of mMRNA for PCSK9 in cytoplasm

‘mAb  Adnectins  Vaccine Oral cyclic small-

Ce molecule inhibitor
L %"{ /“@—LDL

ADRH Inclisiran LDLR# = -\*f—\% -T/ ﬁ/—\ﬁg T

Oral ASO

Gene editing (such = PCSK9 l l
as CRISPR-Cas9 synthesis o
base editing) AL oo S - .
\ . ¥ ¢ Y
MﬂﬁYﬂ =2 A YAYAVA:’ l l
PCSK9 mRNA ) _
VAV AV A VAN FANTANTANT AN *;.:'f,, oS
!\VAT(AV\ RA \ Degradation Degradation
\_, ~ F MNucleus
\VAVAY NS
I\ N AVaY
mRNA degradation mRNA degradation

Plasma
membranel

Hepatocyte

cytoplasm

LDLR
recycling
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ORION Phase lll pooled analysis: Efficacy

HeFH! ASCVD ASCVD
(CHD, CVD, PAD) (CHD, CVD, PAD)
Stable on a low-fat diet ASCVD risk equivalents

* Type 2 diabetes
* 10-year risk >20%
* HeFH!

* Percent change in LDL-C over time — observed values in ITT patients

s i ¥ i
e
£ -20 A Time-averaged A 52% A55%
18]
5 401 ——
x 60 7
{ =y
g -80 - =®=|nclisiran =®=Placebo
-lm T T T T T 1
0 3 6 9 12 15 18
Months

P-value for placebo — inclisiran comparison at each time point <0.0001

J Am Coll Cardiol. 2021;77:1182-93 éMUSC Health Changing What’s Possible
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Ongoing Inclisiran Trials

Patients Major Inclusion Criteria  Study Outcomes
ORION-4 N = 15.000 High-risk ASCVD CV outcomes trial and long-term efficacy and
(NCTO3705234) ’ » ASCVD risk equivalent safety study. Median follow-up of 5 years (2026)

VICTORION-1P N = 14,000 High-risk 1° prevention CV outcomes trial (4/2029)

VICTORION-2P N =15,000 ASCVD CV outcomes trial. Up to 72 months (2027)

éMUSC Health Changing What’s Possible = MUSChealth.org
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Bempedoic Acid Mechanism of Action (2/2020)

'Eempenzioic Acid
%

"\ Glucuronide
/" conjugates
}—— Bempedoyl-CoA , y
\ (activedrug) /)
- “‘:
¢ j) Liver
@ —— Statins "\

Cholesteral

Synthesis l‘
| L
TLDLR Upregulation Y )
l | Kidney
3 ¥

—

Cltrata

Bempedoic

Acid 3'

l LDL-C
Blood T”““*M“

Creatine

Cardiovascular Drugs and Therapy (2021) 35:853—-864

\'Q/

—~

Bempedoic Acid

Cholesterol

éMUSC Health
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0* Skeletal Muscle

* Prodrug activated in liver by very-
long-chain acyl-CoA synthetase-1
(ACSVL1)

 Activated BA acts in same
cholesterol synthesis pathway as
statins

* Inhibits ATP-citrate lyase (ACL), an
enzyme upstream of HMG-CoA
reductase

 Activated bempedoic acid is not
present in skeletal muscle

« LDL-C lowering
* ~15% to 17% when added to statin

» ~24% as monotherapy

Changing What’s Possible = MUSChealth.org



Persistent Hypercholesterolemia Despite

10 -
5 0
L~
%1—
_‘Eé -10 -
0=
O\q_g —20'
E% -30 -
Om
a —40
|

_50_

Baseline LDL-C, mg/dL
Patients, n:

Mean:

(SD):

Maximally Tolerated Statin Therapy

Effects of BAon LDL-C at 12 weeks

Hypercholesterolemia But Unable to
Tolerate Statins

5.0
1.6 2.4 I
1 l )
I
-1.3
_ -156.1
16.5
Placebo-corrected Placebo-corrected -23 5
difference (95% CI): difference (95% CI): -23.6

—18.1(—20.0, -16.1)
p < .001

CLEAR Harmony

1488 742
1036  102.3
(29.1)  (30.0)

M Bempedoic Acid

Cardiovascular Drugs and Therapy (2021) 35:853—-864

-17.4 (-21.0,-13.9)

p < .001
CLEAR Wisdom
522 257
194 1224
(37.7)  (38.3)

Placebo
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Placebo-corrected
difference (95% CI):
—28.5 (-34.4, -22.5)

p <.001

CLEAR Tranquility

181 88
1298  123.0
(30.9)  (27.2)

I Bempedoic Acid

Placebo-corrected
difference (95% ClI):
—-21.4 (=251, -17.7)

p < .001

CLEAR Serenity

234 11
1585  155.6
(40.4)  (38.8)

Placebo

Changing What’s Possible
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Effects of BA on hsCRP at 12 weeks

Persistent Hypercholesterolemia Despite
Maximally Tolerated Statin Therapy

Hypercholesterolemia But Unable to
Tolerate Statins

10 -
g 2.6
5 0
LN
gj\—
o] % _10 7
Lo
o=
X o -20 -
S ©
s 2 —22.4
@ E -30 - I
= @ Placebo-corrected
o m difference (95% CI):
& —40 {  -215(-27.0,-16.0)
7] p<.001
-
=50 -
CLEAR Harmony
Baseline hsCRP, mg/L
Patients, n: 1488 742
Median: 1.49 1.51
(Q1, Q3): (0.74,3.28) (0.79, 3.33)

B Bempedoic Acid

Cardiovascular Drugs and Therapy (2021) 35:853—-864

-9.4

-18.7 \

Placebo-corrected

difference (95% CI):

8.7 (-17.2, —0.4)
p =.039

CLEAR Wisdom

522 257
1.61 1.88
(0.87, 3.46) (0.92, 3.97)

Placebo
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2.1 2.7
-254
-32.5 Placebo-corrected
(I difference (95% CI):

Placebo-corrected
difference (85% Cl):
-31.1 (—44.8,-17.4)

p < .001

CLEAR Tranquility

180 86
2.21 2.26
(1.10, 4.00) (1.06, 4.50)

I Bempedoic Acid

-24.3 (-35.9,-12.7)
p <.001

CLEAR Serenity

234 111
292 278
(1.34, 5.29) (1.21, 5.15)

Placebo
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CLEAR Outcomes

ORIGINAL ARTICLE

Bempedoic Acid and Cardiovascular Outcomes in Statin-Intolerant Patients

Steven E. Nissen, M.D., A. Michael Lincoff, M.D., Danielle Brennan, M.S., Kausik K. Ray, M.D., Denise Mason, B.S.N., John ].P. Kastelein, M.D., Paul D. Thompson, M.D.,
Peter Libby, M.D., Leslie Cho, M.D., Jorge Plutzky, M.D., Harold E. Bays, M.D., Patrick M. Moriarty, M.D., et al., for the CLEAR Outcomes Investigators""'

* Double-blind RCT of patients with statin-intolerance

« Patients with ASCVD or at high risk for ASCVD (DM, CAC >400 AU)
« Assigned to receive oral bempedoic acid, 180 mg daily, or placebo
* Primary end point: 4-component composite of MACE

« CV death, nonfatal Ml, nonfatal stroke, or coronary revascularization

N Engl J Med 2023; 388:1353-1364 éMUSC Healtll: Changing What’s Possible = MUSChealth.org
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ORIGINAL ARTICLE

Bempedoic Acid and Cardiovascular Outcomes in Statin-Intolerant Patients

Steven E. Nissen, M.D., A. Michael Lincoff, M.D., Danielle Brennan, M.S., Kausik K. Ray, M.D., Denise Mason, B.S.N., John ).P. Kastelein, M.D., Paul D. Thompson, M.D.,
Peter Libby, M.D., Leslie Cho, M.D., Jorge Plutzky, M.D., Harold E. Bays, M.D., Patrick M. Moriarty, M.D., et al., for the CLEAR Outcomes Investigators""

 Mean (xSD) age: 65.5 = 9.0 years

« Female: 6740 patients (48.2%)  Mean LDL-C: 3.59 mmol/L (139.0 mg/dL)
« Diabetes: 6373 (45.6%) « Mean HDL-C: 1.28 mmol/L (49.5 mg/dL)
. Previous ASCVD: 9764 (69.9%) Median TG: 1.8 mmol/L (159.0 mg/dL)

- Statin therapy: 3174 (22.7%) * Median hsCRP: 2.3 mg/L

« Ezetimibe: 1612 (11.5%)

N Engl J Med 2023; 388:1353-1364 %MUQQJ—{S?IFh Changing What'’s Possible = MUSChealth.org



Bempedoic Acid and Cardiovascular Outcomes in Statin-
Intolerant Patients: CLEAR Outcomes

A LDL Cholesterol Level
~0.6% * Time-averaged difference in
Placebo redUCt|On |n LDL'C between

5 0. 110.6% BA group and placebo group

E over duration of the trial was

: | 22.0 mg/dL (0.57 mmol per

§ 54\ Bempedoic Acid | Iiter)

§ i -21.7% 26.1%

gy - « Difference in % reduction was
w0 15.9 percentage points in favor

Base-3 s ll\:onthz4since30Randjr6nizat?:n A Of BA

line

N Engl J Med 2023; 388:1353-1364 %MUQQJ{S?IFh Changing What'’s Possible = MUSChealth.org



Bempedoic Acid and Cardiovascular Outcomes in Statin-Intolerant
Patients: CLEAR Outcomes

B High-Sensitivity CRP Level
M Bempedoicacid M Placebo

* % change in median hsCRP
level was -21.6% (95% Cl,
—23.7 to —19.6) in favor of BA

I
L
1

Median Percent Change
1 |
o =
1 1

|
Pd
T

-20.6%

-22.2%
Month 6 Month 12 End of Trial

|
]
o

N Engl J Med 2023; 388:1353-1364



Cumulative Incidence of CV Events

A Four-Component MACE (Primary End Point)

B Three-Component MACE

acid

acid

100+ = 1004 =
209 Hazard ratio, 0.87 (95% Cl, 0.79-0.96) 207 Hazard ratio, 0.85 (95% Cl, 0.76-0.96)
= P=0.004 — = P=0.006
& g0 157 Placebo R g0 154 Placebo
@ 3 o
g 10- ~ . . g
3 60 -~ Bempedoic acid < 604
(%) ¥
= 5 =
2 404 S 404
= =
= -}
E 20 E 204
v %)
0= 0 = T T T T T T T 1
0 0 6 12 18 24 30 36 42 48 54 60
Menths since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 6978 6779 6579 6401 6206 5995 5105 2524 1207 513 55 Placebo 6978 6828 6883 6536 6368 6193 5321 2649 1279 554 62
Bempedoic 6992 6816 6654 6472 6293 6106 5257 2601 1240 556 74 Bempedoic 6992 6859 6745 6604 6457 6298 5453 2724 1317 591 80
acid acid
C Fatal or Nonfatal Myocardial Infarction D Coronary Revascularization
100+ = 100+ =
10 Hazard ratio, 0.77 (95% Cl, 0.66-0.91) 20 Hazard ratio, 0.81 (95% Cl, 0.72-0.92)
= 4 P=0.002 = P=0.001
3 80 8 Placebo ?_o\_ 80 154
Q W
1 6 e Placebo
@ 5} 104 -
B 60 4 T 60+
2 g e
= 2. = 5 ~ Bempedoic acid
2 40 P 2 404
L; 0= T T T T T T T T 1 L; 0= T T T T T T T T 1
£ 0 6 12 18 24 30 36 42 48 54 60 £ 0 6 12 18 24 30 36 42 48 54 60
E 20 E 204
v v
o —r—T 7 |_ _”_-I 1 O—f———
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 6978 6839 6704 6578 6420 6266 5388 2684 1304 562 64 Placebo 6978 6803 6623 6469 6289 6104 5200 2582 1247 527 57
Bempedoic 6992 6865 6767 6636 6498 6354 5516 2767 1337 603 81 Bempedoic 6992 6832 6689 6520 6355 6190 5346 2661 1273 573 74

N Engl J Med 2023; 388:1353-1364
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BA associated with lower risk of
4-component MACE (death from
cardiovascular causes, nonfatal
myocardial infarction, nonfatal
stroke, or coronary
revascularization), 3-component
MACE, fatal or nonfatal MI, and
coronary revascularization

Fatal or nonfatal stroke, CV
death, and death from any cause
did not differ significantly
between BA group and placebo

group

Changing What’s Possible = MUSChealth.org



Bempedoic Acid and Cardiovascular Outcomes in Statin-
Intolerant Patients: CLEAR Outcomes

* Qverall, prespecified adverse events similar in both trial groups
* Except for
« Elevations in hepatic-enzyme levels: 4.5% in BA group vs. 3.0% in placebo group
« Renal events: 11.5% in BA group vs. 8.6% in placebo group
« Hyperuricemia: 10.9% BA group vs. 5.6% placebo group
 Incidence of gout (3.1% vs. 2.1%)
« Cholelithiasis: 22% BA group vs. 1.2% placebo group

« Myalgias: 5.6% BA group vs. 6.8% placebo group
« Rhabdomyolysis in 8 patients (0.06%)
« One in each trial group met diagnostic criteria for rhabdomyolysis

N Engl J Med 2023; 388:1353-1364 %MUQQSI—IE?IFh Changing What'’s Possible = MUSChealth.org



CLEAR Outcomes: Risk of new onset DM, glycemic control

« Patients with DM had significant relative and absolute reductions in MACE-4
endpoints with BA compared to placebo (HR 0-83; 95% CI 0-72-0-95;
absolute risk reduction of 2:4%)

* No evidence of effect modification across glycemic strata (interaction p=0-42)

* New-onset DM similar between BA and placebo groups

B C
Month 12 End of study Month 6 End of study
AL AL AL AL
[ 4 Al r Al f A [ 4 A HR O>95
-0-01 00— (0-83t01-09;
[ Bempedoic acid [ Placebo (-0-03 t0 0-01) 6-00 16
-0:0
-0-01 ~01
—0- 0 0- Q -0:0 = ¥ 01
-0-00 _I_-I_ _I__I_ © 5754 00 _I_ (-0-1t0 0-0) _I__I_ &:/
= (-0-02 t0 0-02) g (-0-01 t0-0-0) T g 124
g T = 1 2
3 T % i =
E 56+ -0-02 S o 2
g (~0-05 to 0-01) ? 5-50 é 8
= -0-00 5 L 07
< (-0-03 t0 0-02) _I__I_ g “01 3
E g 0.0 (—0.1 to OrO) "‘QO—J HR 129
%‘3 544 g 525 (-0-0t0 0-1) g (072102:28)
g T T 47
= I £
52 - 500_
e | | | | | 1 I 1 0 e I I
& & & & R & 2 & & 2 &
& & & & & & & s & &
&/b 0\;\ Qz&,b 6\% O\é Qz&,b Qz&,b &'b Q\ﬁ Qz&,b
eo < @O Q\ $O < ((\0 Q“ Q\ Y\0 < @O QJ‘
$0 éo $0
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Bempedoic acid for primary prevention of CV events in
statin intolerant patients: CLEAR Outcomes

* Among 13,970 patients enrolled, 4206 (30%) were high risk of CV
outcomes but without prior event

* Prespecified subgroup analysis of effects of BA on MACE in
primary prevention population

- 13970 Patients randomized
4206 Primary prevention
9764 Secondary prevention -

2100 Primary prevention 2106 Primary prevention patients

patients assigned to receive assigned to receive placebo
bempedoic acid 2105 Received placebo
2100 Received bempedoic as assigned

acid as assigned 1 Did not receive placebo

JAMA. 2023:330(2):131-140 Eviusc Health

Changing What’s Possible = MUSChealth.org



Bempedoic acid for primary prevention of CV events in
statin intolerant patients: CLEAR Outcomes

Effects on lipids and inflammatory biomarkers

Bempedoic acid

Placebo

Bempedoic acid vs placebo after 6 mo of treatment

Observed mean (SD) or median (IQR)

Change, baseline to 6 mo

Observed mean (SD) or median (IQR)

Change, baseline to 6 mo

End point Baseline 6 mo (95% Cl)? Baseline 6 mo (95% CI)? Difference (95% Cl)? Difference, % (95% Cl)?

Lipids, mg/dL
Total cholesterol 228.5 (40.2) 191.1 (43.5) -37.3(-38.9t0-35.8) 229.1(42.3) 225.2 (48.0) -3.4(-5.0t0-1.9) -33.9(-36.1t0-31.7) -14.8(-15.7t0o-13.8)
HDL-C 51.1(13.5) 47.6 (14.7) -3.4 (-3.8t0-3.0) 50.9 (13.7) 50.9(14.1) -0.05 (-0.4100.3) -3.35(-3.87t0-2.82) -6.9(-7.9t0-5.9)
LDL-C 142.2 (34.5) 108.2 (36.4) -34.0(-35.3t0-32.6) 142.7(35.9) 138.6 (41.1) -3.8(-5.1t0-2.4) -30.2(-32.1t0-28.3) |-21.3(-22.7t0-19.9)
Non-HDL-C 177.4 (38.7) 143.5 (41.8) -34.0(-35.5t0-32.5) 178.2(41.2) 174.4 (46.6) -3.4(-4.8t0-1.9) -30.6 (-32.7t0-28.5) |-17.3(-18.5t0-16.1)
Triglycerides 162.0(120.5t0216.5) 156.0(111.0t0219.0) -6.0(-9.0to -3.0) 161.5(123.5t0215.5) 160.0(117.0t0217.0) -2.0(-3.5t00.5) -4.25(-7.510-1.0) -3.2(-5.1t0-1.3)

Baseline 12 mo Change, baseline to 12 mo Baseline 12 mo Change, baseline to 12 mo After 12 mo of treatment After 12 mo of treatment
(95% CI)® (95% C1)°
hsCRP, mg/L 2.39(1.2to4.5) 1.75(0.87 t0 3.49) -0.34(-0.421t0-0.29) 2.44(1.2t04.6) 2.52(1.2t05.0) 0.01(-0.04 t0 0.09) -0.56 (-0.68t0 -0.44) |-21.5(-25.4t0-17.6)

JAMA. 2023;330(2):131-140

éMUSC Health

Medical University of South Carolina

Changing What’s Possible

MUSChealth.org



Bempedoic acid for primary prevention of CV events in
statin intolerant patients: CLEAR Outcomes

@ Primary end point (4-component MACE) Secondary end point (3-component MACE)
15+ 15+
HR, 0.70 (95% Cl, 0.55-0.89) HR, 0.64 (95% Cl, 0.48-0.84)
P=.002 P<.001
= N
2 10+ £ 10+
@ [4F]
= =
%} <]
= =
= E
2 2
I 54 3 5-
b =
o o
Bempedoic acid Bempedoic acid
'J.--f'
07 — Oﬁ ———
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Months from randomization Months from randomization
No. at risk No. at risk
Placebo 2063 2024 1973 1921 1870 1617 753 304 117 Placebo 2068 2033 1987 1939 1890 1640 760 307 118
Bempedoic acid 2069 2041 1996 1953 1923 1675 726 291 130 Bempedoic acid 2075 2053 2012 1973 1946 1697 738 294 132
JAMA. 2023’330(2) 131-140 éMUSC Health Changing What’s Possible = MUSChealth.org

Medical University of South Carolina




Bempedoic acid for primary prevention of CV events in
statin intolerant patients: CLEAR Outcomes

@ Fatal or nonfatal myocardial infarction

5+

Patients with events, %

No. at risk
Placebo

HR, 0.61 (95% Cl, 0.39-0.98)

Placebo

Bempedoic acid

6 12 18 24 30 36 42 48 54
Months from randomization

2069 2037 2000 1955 1913 1661 769 311 119

Bempedoic acid 2079 2059 2022 1984 1959 1709 747 295 133

JAMA. 2023;330(2):131-140

@ Fatal or nonfatal stroke

3_
HR, 0.76 (95% Cl, 0.46-1.26)
£ 2
[«F}
=
v Placebo
=
E
]
o 1
E Bempedoic acid
0"
0 6 12 18 24 30 36 42 48 54
Months from randomization
No. at risk
Placebo 2071 2042 2002 1559 1913 1664 777 315 122

Bempedoicacid 2080 2058 2019 1983 1959 1710 751 301 133

éMUSC Health Changing What'’s Possible = MUSChealth.org

Medical University of South Carolina



Bempedoic acid for primary prevention of CV events in
statin intolerant patients: CLEAR Outcomes

E Cardiovascular death E All-cause mortality
6 10+
HR, 0.61 (95%Cl, 0.41-0.92) HR, 0.73 (95% Cl, 0.54-0.98)
8_
s 3
£ 44 5
g L 6
(«}} (a8}
f;- .4":;' Placebo
= =
d u 4
3 2- 5
e o Bempedoic acid
Bempedoic acid 2+
o o /_'_/'_,—/J/_’J
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Months from randomization Months from randomization
No. at risk No. at risk
Placebo 2090 2065 2037 2009 1975 1729 808 328 125 Placebo 2090 2065 2037 2009 1975 1729 808 328 125
Bempedoic acid 2088 2073 2042 2010 1994 1745 772 307 135 Bempedoic acid 2088 2073 2042 2010 1994 1745 772 307 135

JAMA. 2023’330(2) 131-140 éMUSC Health Changing What’s Possible = MUSChealth.org

Medical University of South Carolina



Bempedoic acid for primary prevention of CV events in
statin intolerant patients: CLEAR Outcomes

CONCLUSION Treatment with bempedoic acid in primary prevention patients has the potential to reduce major adverse cardiovascular events.

POPULATION .
7

INTERVENTION FINDINGS

Composite end point occurrence

2481 Women -
1725 Men 4206 Patients randomized . Bempedoic acid
o= 5.3% (111 of 2100 patients)
‘?\fi?f:'igl;in; (I)i)lreiz’arnt e Bem 2eldcz)(i)c acid Plzalc?e?m
cardiovascular event 180-nI1Jg oral dose Matching placebo ;laé(;)o _
Mean age: 68 years administered daily -0 /0 (161 of 2106 patients)

PRIMARY OUTCOME

LOCATIONS _ _ Risk reduction was significant:
i 01
Centers yocardiat Intdrction, no (95% Cl, 0.55-0.89); P=.002
N stroke, or coronary revascularization

JAMA. 2023’330(2) 131-140 éMUSC Health Changing What’s Possible = MUSChealth.org

Medical University of South Carolina



Total Cardiovascular Events: CLEAR Outcomes

JAMA Cardiology | Original Investigation

Impact of Bempedoic Acid on Total Cardiovascular Events
A Prespecified Analysis of the CLEAR Outcomes Randomized Clinical Trial

Stephen J. Nicholls, MBBS, PhD; Adam J. Nelson, MBBS, PhD; A. Michael Lincoff, MD; Danielle Brennan, MS;
Kausik K. Ray, MD, MPhil; Leslie Cho, MD; Venu Menon, MD; Na Li, PhD; LeAnne Bloedon, MS;
Steven E. Nissen, MD

JAMA Cardiol. 2024;9(3):245-253 %MU_SC Health

Changing What’s Possible = MUSChealth.org



Total Cardiovascular Events: CLEAR Outcomes

@ Total CV events Specific CV event type

[l First ] Additional [l Cor revascularization [l Stroke [ JMI [ ] CV Death

 Total of 1746 first

MACE-4 events o o
« 915 additional MACE 0. o0
events in 612 patients
« Coronary - -
revascularization g g
represented 32.8% E g 69.4%
(573 of 1746) of first g 4 g
events and 69.4% (635
of 915) of additional 207 201 32.8%
events
0- 0-
CV event Total First Additional

Event type

JAMA Cardiol. 2024;9(3):245-253

%MUQQSI—{S?IF_IH Changing What'’s Possible = MUSChealth.org




Impact of BA on total CV events: CLEAR Outcomes

[ |Firstevent [ ]Secondevent [ Thirdevent [J] >4 Events

r HR, 0.80; 95% Cl, 0.72-0.89; —
P<.001
_ 1600 |
* Lowering LDL-C level o, sy s,
with BA reduced total 7 e ]
number of CV events in . — swaostess — [
patients with high CV . Oyl
risk, statin intolerance, S oo P<.001
HR, 0.87;
and elevated LDL-C 200, —— 95%(1,0.79-0.95 —
levels. J00.
0
Placebo Bempedoic acid
Treatment

JAMA Cardiol. 2024’9(3)245-253 %MUQQJ‘{&%{IF]& Changing What'’s Possible = MUSChealth.org




Comparative Cardiovascular Benefits of Bempedoic Acid
and Statin Drugs

Comparative Cardiovascular Benefits
of Bempedoic Acid and Statin Drugs

A. Michael Lincoff, MD,* Kausik K. Ray, MD," William J. Sasiela, PuD, Tariqg Haddad, MD,*
Stephen J. Nicholls, MBBS, PuD,“ Na Li, PuD,“ Leslie Cho, MD,” Denise Mason, BSN," Peter Libby, MD,’

Shaun G. Goodman, MD, MSc,®" Steven E. Nissen, MD?

J Am Coll Cardiol 2024;84:152-162 %MUSQSHS?IFh Changing What'’s Possible = MUSChealth.org



Comparative Cardiovascular Benefits of Bempedoic Acid

and Statin Drugs

Compare treatment effect of BA with
statins

Methodology of CTTC to outcomes
among 13,970 CLEAR Outcomes trial
patients

CTTC endpoint: “major vascular event”
was composite of CHD death, nonfatal
MI, nonfatal stroke, or coronary
revascularization

HRs for CTTC-defined endpoints were
normalized to 1 mmol/L differences in
LDL-C levels between BA and placebo
groups

Every 1 mmol/L (38.7 mg/dL) reduction
in LDL-C over 1 year was associated
with 22% reduction in major vascular
events

J Am Coll Cardiol 2024;84:152—-162

Major Vascular Event

Fatal CHD

HR (95% ClI) Per 1 mmol/L

LDL-C Reduction

0.79 (0.77-0.81)
0.72 (0.66-0.78)
0.75 (0.63-0.90)

0.80 (0.73-0.86)
0.85(0.63-1.15)
{ 1.06 (0.67-1.68)

Major Coronary Event

Nonfatal Ml

Coronary Revascularization

Fatal or Nonfatal Stroke
H

——
e

—]

0.76 (0.73-0.79)
0.74 (0.65-0.85)
0.69 (0.54-0.89)

0.74 (0.69-0.78)
0.71(0.58-0.87)
0.59 (0.44-0.79)

0.76 (0.73-0.80)
0.66 (0.60-0.73)
0.70 (0.56-0.87)

0.85(0.80-0.90)
0.74 (0.59-0.92)
0.75 (0.51-1.12)

0204060810 1.2 14 16 1.8

=

Lipid-Lowering
Therapy Better

Control

Events (% Annualized)
Statin/Bempedoic Acid Control

7136 (2.8%)
3,837 (4.5%)
703 (3.1%)

1,242 (0.5%)
645 (0.7%)
112 (0.5%)

3,380 (1.3%)
1,725 (1.9%)
339 (1.5%)

2,310 (0.9%)
1,175 (1.3%)
236 (1.0%)

3,103 (1.2%)
2,250 (2.6%)
435 (1.9%)

1,730 (0.7%)
572 (0.6%)
135 (0.6%)

8,934 (3.6%)
4,416 (5.3%)
816 (3.7%)

1,587 (0.6%)
694 (0.7%)
108 (0.5%)

4,539 (1.7%)
1,973 (2.2%)
414 (1.8%)

3,213 (1.2%)
1,380 (1.5%)
317 (1.4%)

4,066 (1.6%)
2,741 (3.2%)
529 (2.3%)

2,017 (0.8%)
663 (0.7%)
158 (0.7%)

—— CTTC 2010 Statin vs Control —m— CTTC 2010 More vs Less Statin —8— CLEAR Outcomes

(1 Trial; 13,970 Patients;
0.58 mmol/L Difference)

(21 Trials; 129,526 Patients;
1.07 mmol/L Difference)

éMUSC Health

Medical University of South Carolina

(5 Trials; 39,612 Patients;
0.51 mmol/L Difference)
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Comparative Cardiovascular Benefits of Bempedoic Acid

HR (95% ClI) Per 1 mmol/L

and Statin Drugs

* Normalized risk
reductions were similar
for BA and statins for
endpoints of major
vascular events, major
coronary events,
nonfatal myocardial
infarction, and coronary

Major Vascular Event

Fatal CHD

Major Coronary Event

Nonfatal Ml

Coronary Revascularization

Fatal or Nonfatal Stroke

C})};@*-%‘@f'“i@‘-

—]

LDL-C Reduction

0.79 (0.77-0.81)
0.72 (0.66-0.78)
0.75 (0.63-0.90)

0.80 (0.73-0.86)
0.85(0.63-1.15)
1.06 (0.67-1.68)

0.76 (0.73-0.79)
0.74 (0.65-0.85)
0.69 (0.54-0.89)

0.74 (0.69-0.78)
0.71(0.58-0.87)
0.59 (0.44-0.79)

0.76 (0.73-0.80)
0.66 (0.60-0.73)
0.70 (0.56-0.87)

0.85(0.80-0.90)
0.74 (0.59-0.92)
0.75 (0.51-1.12)

Events (% Annualized)
Statin/Bempedoic Acid Control

7136 (2.8%)
3,837 (4.5%)
703 (3.1%)

1,242 (0.5%)
645 (0.7%)
112 (0.5%)

3,380 (1.3%)
1,725 (1.9%)
339 (1.5%)

2,310 (0.9%)
1,175 (1.3%)
236 (1.0%)

3,103 (1.2%)
2,250 (2.6%)
435 (1.9%)

1,730 (0.7%)
572 (0.6%)
135 (0.6%)

8,934 (3.6%)
4,416 (5.3%)
816 (3.7%)

1,587 (0.6%)
694 (0.7%)
108 (0.5%)

4,539 (1.7%)
1,973 (2.2%)
414 (1.8%)

3,213 (1.2%)
1,380 (1.5%)
317 (1.4%)

4,066 (1.6%)
2,741 (3.2%)
529 (2.3%)

2,017 (0.8%)
663 (0.7%)
158 (0.7%)

revascularization- OI.2<0I.4 0i6 028 1.0 1.I2 1.I4 ‘E 1.I8

Lipid-Lowering Control
Therapy Better Better
—— CTTC 2010 Statin vs Control —m— CTTC 2010 More vs Less Statin —8— CLEAR Outcomes

(21 Trials; 129,526 Patients; (5 Trials; 39,612 Patients; (1 Trial; 13,970 Patients;
1.07 mmol/L Difference) 0.51 mmol/L Difference) 0.58 mmol/L Difference)

éMUSC Health

Medical University of South Carolina

J Am Coll Cardiol 2024;84:152—-162 Changing What’s Possible = MUSChealth.org




and Statin Drugs

* Current analysis
using methodology of
the CTTC to show
that extent of clinical
event reduction with
BA is similar to that
achieved with statins
for a given magnitude
of LDL-C lowering

J Am Coll Cardiol 2024;84:152—-162

Comparative Cardiovascular Benefits of Bempedoic Acid

Reduction in Vascular Events by BA compared with statins

Liver
Bempedoic atrate
acid
(inactive)

- m— @

ACSVLI  Activated
conversion molecule

Statins |
(active) @
8

)
Reduced
cholesterol
synthesis

LDL receptor
upregulation

éMUSC Health

Medical University of South Carolina

Decreased LDL-C in
the bloodstream

RRR in Major Vascular Events

RRR in Major Vascular Events

22%

25%

20%

CTTC Analysis of
Statin CVOTs _.-

Outcomes

2

CLEAR Pt !
e 1

Trial . -7 ]

1 mmol/L
LDL-C Reduction by 12 Months

CLEAR CTTC Analysis of Statin
Outcomes Trial CVOTs - No prior Vascular
Primary Disease Patients
Preventi :
_____ R S
1
i
1.
.............................
J- _.--" 1 CTTC Analysis
Y It : of Statin
.27 Yo7 CLEAR | CVOTs - Prior
.7 .==" | Outcomes Trlal Vascular
e Secondary | Disease Patients
s Prevention
1 mmol/L

LDL-C Reduction by 12 Months

Changing What’s Possible = MUSChealth.org



Inflammation and cholesterol as predictors of CV Risk:
CLEAR Outcomes

Circulation

ORIGINAL RESEARCH ARTICLE

Inflammation and Cholesterol as Predictors
ot Cardiovascular Events Among 13970

Contemporary High-Risk Patients With
Statin Intolerance

Paul M Ridker®, MD; Lei Lei, PhD; Michael J. Louie, MD; Tariq Haddad, MD; Stephen J. Nicholls, MD; A. Michael Lincoff(, MD;
Peter Libby®, MD; Steven E. Nissen®, MD; on behalf of the CLEAR Outcomes Investigators

Circulation. 2024, 149:28-35 %MUQQSI—IE?IFIH Changing What'’s Possible = MUSChealth.org



Inflammation and cholesterol as predictors of CV Risk:
CLEAR Outcomes

Cardiovascular Mortality

hsCRP LDLC .
Comparison of

Quartile 1 - o iIncreasing

quartiles of hsCRP
auertle? Bl Il (left) to increasing
Quartile 3 —il— —il— qual’tl|eS Of LDLC

(right) for CV

Quartile 4 —il— —i— mOrtahty

Hazard Ratio (95% Cl)

Circulation. 2024,14928_35 %MUQQJ—{S?IFh Changing What'’s Possible = MUSChealth.org



Inflammation and cholesterol as predictors of CV Risk:
CLEAR Outcomes

LDLC < 130 mg/dL
hsCRP < 2 mg/L

LDLC > 130 mg/dL
hsCRP < 2 mg/L

LDLC < 130 mg/dL
hsCRP > 2 mg/L

LDLC > 130 mg/dL
hsCRP > 2 mg/L

Cardiovascular Mortality

* Risks for MACE, CV mortality, and all-
cause mortality significantly higher for
those with above-median compared
with below-median hsCRP,
irrespective of LDLC strata (all P
values <0.001)

 hsCRP predicted risk for future CV
events and death more strongly than
hyperlipidemia assessed by LDL-C

0.5

1.0 2.0

Hazard Ratio (95% Cl)

Circulation. 2024:149:28-35
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Novel Lipid-Modifying Agents in Development
Now_

Bile Acid Bempedoic
Sequestrants Acid
August 1973 }$ February 2020
@
{ 12/21

1973 1980 1985 1

September 198
Statins *

15 2020 2021

\2015 February 2021
umab Evinacumab
4 poen (HoFH only)

imab .
Inclisiran

éMUSQSHS?IFh Changing What'’s Possible = MUSChealth.org
Medical University of Sout arolina




Obicetrapib: Proposed mechanisms of action for LDL-C lowering in combination
with ezetimibe and statins

OBICETRAPIB

Intestine

%@

Citrate + CoA 4 ) : o

' SRB1

' Hepatic LDLR levels

* Impairs transfer of CE from
HDL to ApoB-containing
particles

! S . .
\ % \ €= « Increase transintestinal
Acetyl + CoA i .
STATINS —]| HMGCtI;etyi ° - cholesterol excretion
Cholesterol g i * Increased catabolic rate of
, - Ao LDL and ApoB
x Intestinal Reabsorption
EZETIMIBE l l ll
Current Atherosclerosis Reports (2024) 26:35-44 %MUSQSHSgIth Changing What's Possible ~ MUSChealth.org




CETP inhibition: Obicetrapib

LDL-C Apo B
100 90
90 ‘
* CETP: promotes transfer CE from HDL to T 801 T o
apoB containing lipoproteins £ 71 g 70
 RCT in dyslipidaemic patients (n =120, g 7 g 60 B
median LDL-C 88 mg dl-1) on high-intensity ) - )
statin (ROSE trial) = ) T j !
* At equipotent dosages obicetrapib reduces e et ime (weeks)
CETP activity >anacetrapib and evacetrapib 140- e 140- o
« 5 mg or 10 mg obicetrapib e 120 -
* Upto51% in LDL-C . T -
- Decreased apoB by up to 30% S go- % n
«  Decreased non-HDL-C by up to 44% T 40 B * .
 Increased HDL-C by up to 165% 207
7 : T ; '
Time (weeks) Time (weeks)

Nature MGdlClne2022,281672—1678 éMUSC Health Changing What’s Possible = MUSChealth.org
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BROOKLYN Evaluate the Effect of Obicetrapib in Patients with HeFH on Top of Maximum
Tolerated Lipid-Modifying Therapies 354 participants across ten countries in North America, Europe, and
Africa

« 354 participants with HeFH across 10 countries in North America,
Europe, and Africa

* Met primary endpoint
* LS mean reduction in LDL-C
* 36.3% (p<0.0001) at day 84
* 41.5% (p<0.0001) at 1 year
* Reductions in nonHDL-C, Lp(a), and apoB

https://irnewamsterdampharma.com/news-releases/news-
release-details/newamsterdam-pharma-announces-positive-

topline-data-pivotal. Accessed 20 September 2024. %MP@EEE&E? Changing What's Possible  MUSChealth.org




BROOKLYN Evaluate the Effect of Obicetrapib in Patients with HeFH on Top of Maximum
Tolerated Lipid-Modifying Therapies 354 participants across ten countries in North America, Europe, and

Africa

* QObicetrapib well-tolerated and AE comparable to placebo

* No increase in blood pressure

* Treatment discontinuation 7.6% obicetrapib vs 14.4% placebo

Any TEAEs

Any study drug related TEAEs

Any TEAESs leading to discontinuation of study drug
Any TESAEs

irnewamsterdampharma.com/news-releases/news-release-
details/newamsterdam-pharma-announces-positive-topline-data-
pivotal. Accessed 20 September 2024.

Placebo
N=118
n (%6)
83(70.3)
8 (6.8)
g (6.8)
8 (6.8)

éMUSC Heali}h

Medical University of South Carolin

Obicetrapib 10 mg Total
N=234 N=352
n (56) n (%)
149 (63.7) 232(65.9)
10(4.3) 18(5.1)
10(4.3) 18(5.1)
13(5.6) 21(6.0)

Changing What’s Possible

MUSChealth.org



PREVAIL Trial: Cardiovascular Outcome Study to Evaluate
the Effect of Obicetrapib in Patients With CVD

* RCT to evaluate effect of obicetrapib 10 mg in participants with
ASCVD who are not adequately controlled despite maximally
tolerated lipid-lowering therapy

* Primary outcome: risk of CV death, MI, stroke and non-elective
coronary revascularization

* N=9000
* Estimated completion: end 12/2026

NCT05202509 %MUQQJ—{S?IFh Changing What’s Possible = MUSChealth.org



PCSK9-targeted interventions: Enlicitide decanoate

MK-0616
Oral ASO siRNA ‘mAb  Adnectins  Vaccine Oral cyclic small-
S ) C}ZD ¥4 molecule inhibitor
PCSK9—" o —2" /&1L
\ /_\ ¢ / /_\ & Plasma
ASG R—T LDLR# * T - ﬁ% T membrane
N ~ Y Hepatocyte
Gene editing (such PCSK9 l l cytoplasm
as CRISPR-Cas9 synthesis o
base editing) FCSKY gene .'-: LDLR
il /’ # % recycli
ycling
Mﬂﬁ%\(ﬁ oL AYAVAVA l l Y
PCSK9 mRNA ) _
VAV AV A VAN FANTANTANT AN gfb oS
!\VAT(AV\ RA \ Degradation Degradation
\_, N f Nucleus
VAV AN IS
S A\VaY f\“f‘\j\
mRNA degradation mRNA degradation
Nature Rev Cardiol.2021;18;805-6 éMUSC Healt_h Changing What’s Possible = MUSChealth.org
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Phase 2b Randomized Trial of Oral PCSK9 Inhibitor
MK-0616 (enlicitide decanoate)

» LDL-C reduction from baseline to
Week 8 superior to placebo
(p<0.001) for all doses of MK- 0
0616

* Near-complete efficacy achieved
by 2 weeks with persistent effect
over the 8-week treatment period

Eff|cacy (n=380 Treated Participants)

Key Points
« All doses of MK-0616
. demonstrated statistically
superior reductions in LDL-C
vs placebo with up to 60.9%
i placebo-adjusted reduction
from baseline values
-41.2 * MK-0616 was well tolerated
(ER e =) with no overall trends in AEs
-55 7

across treatment groups

|
N N
o) o

vs Placebo (95% CI)
>
o

* Results generally
consistent across
prespecified subgroups

(-62.3 to -49.1) '591 -60.9
( 657t0-525)( 676t0—543)

Difference in Percent Change
in LDL-C From Baseline to Week 8

|
00
(@)

6 mg 12 mg 18 mg 30 mg
MK-0616 Dose Arms

J Am Coll Cardiol. 2023;81 (1 6)1553_1 o564 éMUSC Healt_h Changing What'’s Possible = MUSChealth.org
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TIMI-77: CORALreef Outcomes

* Phase 3 RCT of efficacy and safety of MK-0616 (enrolling)
* 4,550 participants with high cardiovascular risk

* Evaluate efficacy of MK-0616 vs placebo in increasing time to 15t MACE (CHD death, ischemic
stroke, MI, acute limb ischemia or major amputation, or urgent arterial revascularization)

* Completion 11-29-2029
Q Screening | B TreamentPerod & PostRxFollow-up

V1 [up to 30d) Median 4.5 years Sed

Key Inclusion Criteria

History of major ASCVD
event ) -
LOL-C > ME-0616 20 mg P':ZI. |'_i‘.'-1_| IE' ¢ Optimized LLT Sadety FollowUp
1.81mmol/LOR non-HDL-C > N="7275
2.59mmol/L - @®
1| y + Optimized LLT S Sy
; - ;
- 1: N =~7275 afety Follow-Up
N = ~14,550
High-Risk for 19 Major
ASCVD Event
LOL-C > 2.33mmol /L OR non- Primary Endpaoint; MACE Plus, a compaosite of coronary heart disease (CHD) death, myocardial infarction
HDL-C2 3.1 1mmol/L (M1, ischemic stroke, acute limb ischemia or major amputation, or urgent arterial revascularization
[coronary, cerebrovascular, or peripheral)

%MUSC Health Changing What'’s Possible = MUSChealth.org
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PCSK9-targeted interventions: PCSK9 vaccines

» Vaccines against PCSK®9 to trigger generation of host anti-PCSK9 antibodies and neutralize
PCSK9/LDLR interactions (Clinical data lacking)

L-IFTPA

Oral ASO siRNA mAb  Adnectins | Vaccine | Oralcyclic small-

_ lecule inhibit
UU\N( WANT PCSKQ—-'-'- K‘ @9 ¥m0 e IOr/‘@‘LDL
/—\ %' /—\g T menli::::-arsanr::l

ASGR—T LDLR# * -
N\ ~ Y Hepatocyte
Gene editing (such PCSK9 l l cytoplasm
as CRISI?'F:{—CasQ PCSK9 aene synthesis .
base editing) Py — LDLR
's /’ ¥ % Y recycling
Mﬂﬁi\\{ﬁ oL AYAVAVA l l
PCSK9 mRNA ) _
FAVA VAV AN FANYANTANT AN ";-"fr, oS
!\VAT(AY\ INA \ Degradation Degradation
\_, ~ F Mucleus
AVAVAN NS
SN Y N\
mRNA degradation mRNA degradation
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PCSK9-targeted interventions: Gene editing (VERVE 101)

* Gene editing technologies: Once and done

Oral ASO siRNA mAb  Adnectins

AQT( LDLRﬂ' o \?/—\%

v~

VAV A VAV AN

fwmfmvx e \
\_, ~ F Mucleus
AV A VAN V4
f\f\f\ f\‘j\j\
mRNA degradation mRNA degradation

Nature Rev Cardiol.2021;18;805-6 %MUSC Health

Medical University of South C.

J\
~
Gene editing (such o PCSK9 l
as CRISI?'F:{—CasQ CSK9 aene synthesis .
9 base editing) /_. -:

Vaccine

T

ﬂ\%\\{ﬁ [ Y AVaVaVal l
PCSK9mRNA
S NITTVN L,

Degradation

Oral cyclic small-

(‘:}9 %m{ molecule inhibitor
-/

Degradation
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VERVE-101 Phase 2b

p
Goal: durable decrease in LDL-C

i

i Single

1 € course
treatment

_,-_"ln_-l—"---,"--'“'-..---""‘--"

LDL-C mg/dl

=7

40 45 50 1] &80 65 70 —
Age

PCSK9

¥ i1 blood J, Blood LDL-C

DEVELOPMENT STATUS
INDICATION TECHNOLOGY
Research IND-enabling Clinical
Heterozygous familial
PCSK9 hypercholesterolemia —
(VERVE-101) asekditor [
ASCVYD
Heterozygous familial
(VERVE-102) e
ASCVYD
Homozygous familial
ANGPTL3 hypercholesterolemia R
(VERVE-201) Refractory
Hypercholesterolemia
ASCVD patients with
LPA et food Lot NovelEditor [
Undisclosed Undisclosed ASCVD BaseEditor [P
Undisclosed
Undisclosed i s NovelEditor [
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VERVE-101 Phase 2b

Durable 55% reduction in LDL-C extending up to 180 days in the
single participant in the highest dose cohort

LDL-C reduction with VERVE-101 by dose cohort

40-

@

=

[
—_ 1 I
D - B | L R O R e T I T R R W R R ._._._._._.:;;' it b Sl T
7 e i
— 0
= -
2 &

c

(4]

S .

B'?'

-80 1 1 1 1 1 1 1
0 14 28 60 90 180
Time (days)

é _

g 0.3 mg/kg 3 3 3 3 2 2 2

S 045mg/kg 2 2 2 2 2 1 0

§ 06mgkg 1 1 4 4 1 1 1

Kathersan S, presented ESC, August 2023 éMUSC Health Changing What's Possible =~ MUSChealth.org
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CRISPR Technology

RESEARCH ENLNB?_;NG CLINICAL APPROVED
 Other CRISPR ATt o0—0—o0n
development programs
_ il —-0——
« CTX310 ANGPTL3
¢ C--X320 Lp(a) E;Eé?c’:?c[n}r:ﬁ%;;?trensioﬂ n n
r CTX330 PCSKI e OO

https://crisprtx.com/focus-areas/in-vivo

éMUSC Health Changing What’s Possible = MUSChealth.
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Novel Therapies in HoFH

* JStatins, CAl, PCSK9 What's the Difference?
InhlbltOFS, ACL Inhlbltors a” Know Familial Hypercholesterolemia (FH)
work by upregulating the LDL
receptor ; D é A
%\i@ LDL-C CHanet "\ - '_:*‘
* In HoFH, absent or defective p— vostrespond to | Common
LDL receptor (common) 1 gene >190 mg/dL 3080 years drug therapy 1in 250
« Limited efficacy of available
agen ts "('gri')" 2 genes >400 mg/dL Childhood [ POgTretbonse o N 1 585,000

* Need for agents that lower
LDL-C independently of LDL
receptor

%MUSC Health Changing What'’s Possible = MUSChealth.org
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Lomitapide: 2012

* Enzyme that lipidates apoB

I n h | bitor Of MTP gGa:ie(::sfualis int _ < Blood Vessel |
- Ch |

Liver Cell
Lowers LDL-C independently
of LDL receptor
VLDL LDL,
. . . contributes to . chylomicrons,
Approved IN patlentS Wlth HOFH E;-Il-?oleratbilti)tytisstjes ’ \ chylgr?’l?cron
remnants
Ad ffect Intestinal
Verse erects | Epithelial
 Increase in hepatic fat Cell

« Gl tolerability issues

J Llpld Res. 2003;44:22-32 éMUSC Health Changing What’s Possible = MUSChealth.org
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Mean percent change from baseline in LDL-C by study visit
(Week 126 completers population) .2 - Alnie vansaminese

Q0 T —&— Aspartate transaminase
= 80
S 70-
10 - Long-Term Extension 9 60—
] 2 504
_10 | Mean 40-50% 2 30-
. . ©
=35 220 reduction in LDL-C 20
+ level "o
2o —30 - evels T 7T T T T T T T T T T T T __T_T. 1
o H B 2 6 10 14 18 22 26 31 36 41 46 51 56 66 78
é,; ¢ 40+ Studyweek
© -
o O _g5o
= 50 B
=70 - _
20 -
I e e e N | | | | | | | | | =
0 10 18 26 36 46 56 66 78 90 102 = 15—
Week ‘E
n:. 17 17 16 17 17 17 17 17 17 17 17 ?-;_ 10+
E =
5_
0 1

Baseline | Week 26 | Week 56 | Week 78

Cuchel M. et al. Circulation. 2013; 128: A16516.

Presented at 2013 AHA Scientific Sessions. %MUSC Health Changing What’s Possible =~ MUSChealth.org
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Evinacumab: ANGPTL3 inhibition

« Evinacumab: fully human monoclonal
antibody that is inhibitor of ANGPTL3

« ANGPTLS is inhibitor of LPL and EL

— Plays a key role in lipid metabolism by
increasing the levels of TGs and other lipids

« LOF variants associated with low levels
of both LDL-C and TGs

—  41% lower risk of CAD, despite presence of
low levels of HDL-C

S ANGPTLA and ANGPTL3 pharmacologic inhibition
reduce LDL-C levels independently of

LDLR

]  Both ANGPLT3 loss-of-function variants

éMUSC Health Changing What’s Possible  MUSChealth.org
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Evinacumab in HoFH

A Percent Change in LDL Levels
28+
214

Change from Baseline (%)
o
ke

Placebo

-49%

Evinacumab _

42
-49
_56,
T T T T T T T T
Baseline 2 4 8 12 16 20 24
Weeks
No. at Risk
Placebo 22 19 20 21 20 20 20 21
Evinacumab 43 38 43 42 42 40 43 43

B Absolute Change in LDL Levels
40+
i 20
g
3 -204
£ 40
o
3
@
E
o
a

|

[-a)

o
1

-804

_ Placebo

100 )

& 120 Evinacumab
H 140 " & 4 \
& -140- L il " 5 i

160
T T T T T L T T
Baseline 2 & & 12 16 20 24
Weeks
No. at Risk

Placebo 22 19 20 21 20 20 20 21
Evinacumab 43 38 43 42 42 40 43 43

N Engl J Med 2020;383:711-20.

No. at Risk

Placebo null-null
Placebo non-null
Evinacumab null-null
Evinacumab non-null

Change from Baseline (%)

Treatment and mutation:

Placebo null-null

—&— Placebo non-null

Evinacumab null-null

—— Evinacumab non-null

274 L
9- 5 VTR%// -t f\£\§
—9- \
25
E : . -
_63_
_81_
| & I I T I I I I
Baseline 2 4 8 12 16 20 24
Weeks
6 4 6 6 6 6 6 6
16 15 14 15 14 14 14 15
15 14 15 15 14 15 15 15
28 24 28 27 28 25 28 28
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Evolving Science, Treatments, and
Guidance

August 26th, 2022

2022 ACC Expert Consensus Decision
Pathway on the Role of Nonstatin
Therapies for LDL-Cholesterol
Lowering in the Management of
Atherosclerotic Cardiovascular
Disease Risk

v

A Report of the American College of Cardiology Solulion Set Oversight Commitlee

Endorsed by the National Lipid Association

Writing Donald M. Lloyd-Jones, MD, FACC, Chair Sondra M. DePalma, DHSc, PA-C, CLS, CHC, AACC
Committee Pamela B. Morris, MD, FACC, Vice Chair Margo B. Minissian, PuD, ACNP, CLS, AACC
Carl E. Orringer, MD, FACC
Christie M. Ballantyne, MD, FACC Sidney C. Smith Jr, MD, MACC
Kim K. Birtcher, PuarmD, MS, FACC Ashley Arana Waring, MD, FACC
Ashleigh M. Covington, MA John T. Wilkins, MD, MS

doi.org/10.1016/j.jacc.2022.07.006
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Clinical Decision Making

Secondary Primary
prevention prevention
\—
A 4
Adults with
Adults with prim:r; :;:/ere Adults with Adults without
clinical ASCVD hypercholesterolemia diabetes diabetes
(LDL-C 2190 mg/dL =
[=4.9 mmol/L])
b 4 l w -
(@ )

FACTORS TO CONSIDER:

* Adherence to lifestyle modifications and adherence to evidence-based,
guideline-recommended statin therapy

* Patient on guideline-recommended statin therapy

* Risk-enhancing factors

» Control of other risk factors

» Clinician-patient decision about the potential benefits, potential harms, and
patients preferences with regard to the addition of nonstatin therapies

¢ Percentage LDL-C reduction and absolute LDL-C or non-HDL-C level achieved

* Monitoring of response to lifestyle modifications, adherence, and therapy

* Cost of therapy

« Statin-associated side effects

* Persistent hypertriglyceridemia

éMUSC Health Changing What’s Possible = MUSChealth.org
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ASCVD at Very High Risk

In view of evidence

demonstrating CV outcomes

benefits of LDL-C to
levels, new lower LD
threshold of 55 mg/d

ower
_-C

| for

addition of non-statin therapies.
> IMPROVE-IT treatment group: 54

mg/dL

> FOURIER/ODYSSEY Outcomes:

30 mg/dL

doi.org/10.1016/j.jacc.2022.07.006

éMUSC Health
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=50% LDL-C reduction and LDL-C <55 mg/dL
(or non-HDL-C <85 mg/dL) on maximally-tolerated statin therapy*

?

and addition of other agents as needed to achieve desired

Consider the following as the initial nonstatin agent
—
reduction of LDL-C®"

1
1
+

Consider ezetimibe
and/or PCSK9 mAb

250% LDL-C reduction
and LDL-C <55 mg/dL
(or non-HDL-C <85
mg/dL) on maximally-

tolerated statin therapy?*

1
1
1
1
+
I May consider

bempedoic acid
or inclisiran™

hd

250% LDL-C reduction
and LDL-C <55 mg/dL
(or non-HDL-C <85
mg/dL) on maximally-
tolerated statin therapy?*

?

1. Referral to lipid
specialist
2.Referral to RD/RDN

(&

b 4

Monitor adherence to lifestyle
modifications, medications, and
LDL-C response to therapy. If
persistent hypertriglyceridemia **
refer to the 2021 ACC
ECDP on Management of
Hypertriglyceridemiatt

Changing What’s Possible
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=50% LDL-C reduction and LDL-C <55 mg/dL
(or non-HDL-C <85 mg/dL) on maximally-tolerated statin therapy*

y g Cons_ic_ier the following as the initial nonstat_in agent Dec:js(;on 1’orI
—>»| and addition of oth: :l?cet;:z isf Eg?_flgg to achieve desired n::;:diicglt?::
. e . @ (2]
* In patients with clinical ASCVD at very high . |
risk who require greater LDL-C reduction f + A I
g - milal *
than any additional therapy alone can { andlor RCSK5 mAD o
expect to achieve, may be reasonable to ! J bemeedorcacd
consider simultaneous addition of 2 agents 1
to reduce risk of recurrent events more I 4
. 250% LDL-C reduction .
rapidly e e
» Combination therapy with high-intensity or maximally S e t%;?{ﬁ},? 5,'2%53@’
tolerated statin therapy and ezetimibe o | e
> Maximally tolerated statin therapy with or without ? ! ’
ezetimibe and PCSK9 mAb f ]
. Monitor adherence to lifestyle
1. 5::3;:0 lipid mﬁ;ili_ficcations, me:iictitions, a:ﬁfd
2.Referral to RD/RDN persist-enl;?;:en::ig(l)yce?irss%ia,**
refer to the 2021 ACC
ECDP on Management of
Hypertriglyceridemiatt
doi.org/10.1016/j.jacc.2022.07.006 éMUSC Health Changing What’s Possible = MUSChealth.org
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[ 250% LDL-C reduction and LDL-C <55 mg/dL b
(or non-HDL-C <85 mg/dL) on maximally-tolerated statin therapy*
[ Consider the following as the initial nonstatin agent { Decision for
—>| and addition of other agents as needed to achieve desired no additional
reduction of LDL-CS" medication
* |n patients with clinical ASCVD at very high risk ? ?
. 0 1
who require greater LDL-C reduction than any i !
additional therapy alone can expect to achieve, S é H )
may be reasonable to consider simultaneous and/or PCSK9 mAb May consider
iy . empedoic aci
addition of 2 agents to reduce risk of recurrent or inclisiran*”
events more rapidly 1 \ Py
> Combination therapy with high-intensity or maximally tolerated - ~
statin therapy and ezetimibe e 250% LDL-C reduction
» Maximally tolerated statin therapy with or without ezetimibe and (or non-HDL-C <85 andiLPL:C =55img/dt
mg/dL) on maximally- (or non-HDL-C <85
PCSK9 mAb tolerated statin therapy? mg/dL) on maximally-
) tolerated statin therapy?*
* PCSK9 mAb and ezetimibe are 15t line non-statin therapies E ?
« CV outcomes trial published for all 3 agents ( i
. Monitor adherence to lifestyle
1. Referral to lipid modifications, medications, and
) ) ) o ) ) specialist LDL-C response to therapy. If
* Bempedoic acid and inclisiran as 2" line non-statin 2.Referral to RD/RDN pecstenthypentiolycet dtnia e
therapies ECDP on Management of
b Hypertriglyceridemiatt

« Likely to change recommendation for bempedoic acid with

publication of CLEAR Outcomes

doi.org/10.1016/j.jacc.2022.07.006 éMUSC Health Changing What’s Possible = MUSChealth.org
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Adults with clinical ASCVD at very high risk* and baseline
LDL-C 2190 mg/dL not due to secondary causes' with clinical

=50% LDL-C reduction and LDL-C <55 mg/dL (or non-HDL-C
AS ( :V D a n d F H <B5 mg/dL) on maximally-tolerated statin therapy?

T

_{ Consider the following as the initial nonstatin agent and Decision for

addition of other agents as needed to achieve adequate no additional
reduction of LDL-C™ medication

o o

Patients with clinical ASCVD and
baseline LDL-C 2190 mg/dL and a
clinical diagnosis or genetic confirmation

Consider
of FH may be at very high risk e L
i ~ati " ) e | (S e e
» Intensification of therapy and addition of el ey
nonstatin therapies should be oflipid speciaist
considered if <50% reduction in LDL-C -
or LDL-C 255 mg/dL on maximally mmaﬁig;;%ﬁm
. maximal ar statin ther
tolerated statin therapy >
» Additional non-statin options include ? i modifczions
evinacumab, lomitapide, and/or LDL iSipersets sy
: 1. Referral to lipid hypertriglyceridemia,*
apheresis it refor o the 2021 ACC

ECDP on Management of
2. Referral to RD/RDN Hypertriglyceridemia¥

doi.org/10.1016/j.jacc.2022.07.006 éMUSC Health Changing What’s Possible = MUSChealth.org
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High Risk Primary Prevention

Addition of recommendation for
use of ezetimibe in pts with 10-
year ASCVD risk >20%

doi.org/10.1016/j.jacc.2022.07.006

éMUSC Health
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Estimate lifetime risk to encourage
lifestyle approaches to reduce
ASCVD risk

Adults aged 20-39 years }

220%
High risk

Refer to
Section 5.4

250% reduction
LDL-C (and LDL-C
threshold
<70 mg/dL)

threshold
<70 mg/dL)

May be
reasonable to
consider ezetimibe

Hypertriglyceridemia®

Changing What’s Possible = MUSChealth.org




Incorporation of Subclinical Atherosclerosis
Imaging Into Risk Assessment and Treatment

For those with CAC score of 0 AU, in absence of
diabetes, LDL-C 2190 mg/dL, family history of
premature CHD, or active cigarette smoking

> Reasonable to defer statin therapy with a plan for
CAC reassessment in 3-5 years.

For those with a CAC score of 1-99 AU and <75th
percentile, moderate-intensity statin therapy is
reasonable.

> MESA identified individuals with a CAC score >100
AU or 275th percentile as having 10-year incidence
of hard ASCVD events of >7.5%

» Supports the initiation of moderate- or high-
intensity statin therapy.

» Titration to high-intensity statin therapy may be
considered if the patient achieves <30% LDL-C
reduction or LDL-C =100 mg/dL.

éMUSC Healt_h

Medical University of South C.

doi.org/10.1016/j.jacc.2022.07.006

Adults for whol mth
recommendatiol

clinician-patient disc

p te th sta cy to begin statin

clinical uncertainty regarding
th rapy after q ttt kassessme tand
ncludin nsideration

of isk-enhancin g facto s (see Table 2)

Adults for who m(h existin
documentation or an in d ntal fi d ng
of a significant bu dnof ubclinical

atherosclerosi

Consider measuring CAC score

-

CAC score = 0 AU

CAC score 1 to
99 AU and <75t
percentile for
age/sex/race

Consider deferring
statin therapy and
remeasuring CAC
in 3-5 years unless

diabetes, LDL-C
2190 mg/dL,
family history
of premature
CHD, or cigarette
smoking are
present; if any
high-risk
condition
is present,
recommend
statin therapy
(see Figure 5
for additional
considerations)

Changing What’s Possible

Consider
moderate-intensity
statin therapy

CAC score
2100 AU or 275"
percentile for
age/sex/race

high-intensity

Consider
moderate- to
statin therapy

30% to 49% reduction
LDL-C (and LDL-C
threshold <100 mg/dL
on moderate-intensity
statin therapy)

Increase to
high-intensity
statin therapy

% LDL-C reduction
based on statin
intensity (and LDL-C
threshold <70 mg/dL)

May be
reasonable
to consider

ezetimibe

MUSChealth.org



Incorporation of Subclinical
Atherosclerosis Imaging Into Risk
Assessment and Treatment

CAC scores 21,000 AU

» Data from CAC Consortium and MESA demonstrated
very high annual clinical ASCVD event rates in
individuals not on baseline statin therapy (3.3 per 100
person-years)

» Based on the high ASCVD risk in such individuals, if
maximally tolerated statin and ezetimibe therapy
results in inadequate lowering of LDL-C, with <50%
LDL-C reduction or LDL-C =70 mg/dL, the addition of
a PCSK9 mAb may be considered.

> Bempedoic acid not added due to absence of
CVOTs

éMUSC Healt_h

Medical University of South C.

doi.org/10.1016/j.jacc.2022.07.006

recommendation or patient hesitancy t
therapy after quantitative risk asse:
clinician-patient discussion including ¢

Adults for whom there is clinical uncerta
of risk-enhancin gfacto rs (see T

5% to <7.5%
Borderline risk

(

l !

CAC score = 0 AU

S

99 AU and <75t
percentile for

CAC score 1 to
age/sex/race

Consider deferring
statin therapy and
remeasuring CAC
in 3-5 years unless
diabetes, LDL-C
>190 mg/dL,
family history’

Consider
moderate-intensity
statin therapy

30% to 49% reductiol
LDL-C (and LDL-C

CAC score
=1,000 AU

|

Consider ]
high-intensity 4
statin therapy

!

of premature
CHD, or cigarette
smoking are
present; if any
high-risk
condition
is present,
recommend
statin therapy
(see Figure 5
for additional
considerations)

statin thera

Changing What’s Possible

=50% reduction LDL-C

threshold <70 mg/dL)

(and LDL-C

sider
tensity

May be
reasonable
to consider

ezetimibe

250% reduction jeaschabls
to consider

LDL-C ezetimibe
(and LDL-C
threshold
<70 mg/dL)

50% reduction
LDL-C
(and LDL-C
threshold
<70 mg/dL)

May be
reasonable May be
to consider reasonable
to consider

PCSK9 mAb PCSK9 mAb
[ T

MUSChealth.org



Adults With Possible Statin- Tr—
Associated Side Effects

(see Section 5.6)

Intolerant of at least 2 statin therapies with 1 attempt at the lowest
FDA-approved daily dose and a trial of alternative dosing regimens

Use Of CAC assessment may be partiCUIarIy usefL” [ ConsiderreferraltoIipidspecial‘is'tordrugtherapyoptionsbelow ]
in primary prevention patients with SASEs.

» CAC score of 0 AU in a patient with documented

S AS E S at bo rd e r| | ne or | n te rm ed | ate ri S k A(X]slté\gtgtﬂi:ri;al IAF'“'Itj_\‘g’g\"/D Al.d‘."tsl xgg‘\’/‘g Adults without Adults without
high risk or with ¢ '”'Cnaot - ¢ '”;ad o clinical ASCVD clinical ASCVD
baseline

R . . . . R . . LDL-C 190 ma/dL and with diabetes or diabetes*
» Could reinforce a decision to defer lipid-lowering | euczwomga | | vehiohrst cEIomos
therapy (provided the patient does not have
diabetes, heavy current smoking, or a strong

~
y
)
J
~
_4
)

family history)  Consider i therapy with
. fﬁ;:'zz;gzi’;y Consider first- ezetimibe and/or Consider Consider
) CAC SCO re Of 2 1 O O AU O r 2 7 5th pe rce ntl Ie and/or PCSK9 mAb,S line therapy with PCSK9 mAb,$ first-line therapy first-line therapy

" ezetimibe and/or second-line therapy with ezetimibe, with ezetimibe,
second-line therapy

. . . . . PCSK9 mAb$ and ith b doi d-line th d-line th
» Should reinforce efforts to find evidence-based Wit bempedoic | | ocond.ne therapy | | acdorindisrant | | wihBAS! | | wihBAS;

acid or inclisiran,*

and third-line with bempedoic and third-line and third-line and third-line
H H : id or inclisiran* th ith th ith th ith
LDL-C—lowering strategies to reduce the thorspywity | || SRR | SRR | | nempcdoieadds | | bempedaieasas

ASCVD risk in such a patient for HoFH for HoFH

doi.org/10.1016/j.jacc.2022.07.006
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Summary

Foundation of therapy remains statins
Additional evidence-based non-statins

> Ezetimibe
> PCSK9 mAB
» Bempedoic acid
Therapy with outcomes trials in progress

> Inclisiran
Novel therapies in development

Obicetrapib
MK-0616

ASO/siRNA therapies [PCSK9, ANGPTL3]
Gene editing

vV O Y Y

éMUSC Health
Medical University of South Carolina

HoFH-specific therapies

« Lomitapide
« Evinacumab
* (LDL apheresis)

Changing What’s Possible
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Thank you!
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