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A Strategic Briefing on
Lipid Lowering Therapies.
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"Atherosclerosis is really not a
disease that we should be dying
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problem of Atherosclerosis b ey ss e
through ApoB modulation. | & Dr. Dan Soffer
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@ Preventable Plaque Burden

THE OBJECTIVE:
LOWER FOR
LONGER

Atherosclerosis is a product of
lifetime exposure to ApoB
particles.

The Logic: A small reduction
maintained over 50 years beats
a massive reduction started only
after a heart attack.

Evidence: Mendelian Randomization.
People with genetic variants for
low LDL have massively reduced
heart disease risk compared to
those treated late.
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THE MASTER REGULATOR: '%T
THE HUNGRY LIVER - ?/Eﬂimra ® @ <—LDL Particles -

Hnmgnst35|§: | ; Hepatocyte —> @
The liver maintains a strict (Liver Cell) /i .
internal cholesterol level.
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The Trigger:
Drug lowers internal cholesterol.
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Clearance

llntraf:ellular Tfn}m Blood

The Response: Cholesterol

The liver gets “hungry” and
creates more LDL receptors.

Upregulation
of Receptors

The Result:
The liver clears dangerous

§ Hepatocyte
ApoB particles from the blood. (Liver Cell)
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THE PHARMACOLOGIC TOOLKIT

FDA-approved therapies with proven cardiovascular outcome data.
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STATINS

Reduces HMG-CoA reductase
activity, lowering liver cholesterol
synthesis and upregulating LDL receptors.

TYPE: HMG-CoA Reductase Inhibitor
TARGET: Hepatic Synthesis

"

THE FOUNDATION (Inhibits Synthesis)

Acetyl-CoA ——— Cholesterol

| X

HMG-CoA LDL Receptor
Upregulation

@ THE SPECIALIST
(Liver-Specific)

An ATP citrate lyase (ACL) inhibitor that citrate — Acetyl-CoA —

lowers LDL-C by reducing cholesterol
synthesis upstream of statins.

TYPE: ATP Citrate Lyase Inhibitor
TARGET: Hepatic Cltrate Pathway

Reduced
HMG-CoA
T 0
Eempgdﬂic l
Acid DL Receptor
Upregulation

Sidebar: Fibrates are a niche tool for Triglycerides, not a primary LDL strategy.
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EZETIMIBE

THE SIDEKICK (Inhibits Absorption)

Dietary
Cholesterol

Blocks the Niemann-Pick C1-Like 1
(NPC1L1) protein in the small intestine,

reducing cholesterol absorption. o o
Liver Pool
TYPE: Cholesterol Absorption Inhibitor

= TARGET: Intestinal NPC1L1
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Monoclonal antibodies or siRNA that

HEAVY ARTILLERY

(Receptor Recycling)

PCSK9

— Inhibitor

prevent PCSK9 from degrading LDL ‘o ﬂﬂwﬂﬁl’mﬂmw
receptors, increasing their recycling.  qfE\Ee= M%
K‘__‘________'_‘_',.-"

TYPE: PCSK9 Inhibitor (mAb/siRNA)

Receptor Recyclin
TARGET: LDL Receptor Degradation P yciing
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- STATINS: THE FOUNDATION
. s l\"“t?
* Action: Inhibits HMG-CoA Reductase S A
(Cholesterol Synthesis).
-« Efficacy: Linear relationship—lower g ~
. LDL equals lower risk. HMG-CoA Reductase
‘_*i 2 /"\\ :
e Role: First-line defense. Generic Igly;h: H?rctlmphiiic vs. Lipophilic matters for
and cost-effective. QN SEELY.-
Reality: Clinically irrelevant in outcome
trials. Statins do not cause dementia.
Dec 2017 Oct 2703 Jan. 25'04
4S Trial WOSCOPS JUPITER T

1987 (Lovastatin) 38+ Years of Safety Data.




' EZETIMIBE: THE ABSORPTION BLOCKER

* Mechanism: Blocks the NPC1L1 Low Dose Esetimibe o High Dose
protein in the intestine. Statin T EZzetimibe =2 gyati efficacy.

» Strategy: Combination over e
Escalation. achieve 50% Inhibitor LDL Receptor Upregulatior
reduction without the side J
effects of max-dose statins. .

* |deal For: "Hyper-absorbers”
(often ApoE4 carriers).

NPC1L1

Gut: Blocks Absorption Liver: Increases
(NPC1L1). Clearance.



' PCSK9 INHIBITORS: THE HEAVY ARTILLERY

Delivery Mechanisms
* Mechanism: Inhibits the Monoclonal Antibodies SiRNA
degradation of LDL receptors, (EvologTab/Allrncumab) (Inclisiran)
allowing them to recycle and [, L @
clear more virus. ;[ ;: i
: - & =
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I(’S%t%%%zj'Masswe reductions Every 2 Weeks o e e

PCSK9 PCSK9

Y

LDL
Receptor Degradation \ ./ Reclydmg and l

Pathway Clearance

* Role: High-risk patients, familial
hypercholesterolemia, or statin
intolerance.
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BEMPEDOIC ACID: THE MUSCLE-SPARING AGENT F

* The Prodrug Mechanism: Only
Fonverts to active form in the
ver.

~: * The Solution: Avoids the

4 |!.|”L;|: 1

muscle aches (myalgia)
associated with statins.

* Evidence: Verified by the
CLEAR Outcomes trial (2023)
for statin-intolerant patients.

[ AVOIDED

ACL Enzyme Present
-> Drug Activated.

S MYALGIA _,,

No ACL Enzyme
-> Drug Inactive.
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' FIBRATES: A NICHE PLAYER

Primary Goal:

— @ |

* Mechanism: PPAR-alpha
agonism.

* History: Helsinki Heart Trial
(Gemfibrozil).

* Current Role: Reserved for
severe hypertriglyceridemia
to prevent pancreatitis. No
longer a primary tool for LDL
reduction.

Lower LDL?

~ Triglycerides

High

Burnt Signal

Consider
FIBRATES.

Roboto Mono

(9:500) +
Low HDL?
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®1994 4

® 1995 4

4S Trial

Statins save lives.

WOSCOPS
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Primary
WA works.
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THE TIMELINE OF TRUTH

Decades of Hard Evidence.
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Reduces Cholesterol
absorption

@201/ 4

FOURIER
PCSK9s

reduce events.

@ 2023 4

Bempedoic Acid
works.

CLEAR Outcomes

- The Consensus: Lowering ApoB reduces cardiovascular T
. events, regardless of the drug used. |
& | | 2 i Mﬂ“f
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STRATEGY GAP: STANDARD VS. OPTIMAL CARE

T

i THE GUIDELINES MEDICINE 3.0

¢ *10-Year Risk Horizon e Lifetime Risk Horizon

¢ e Cost-Conscious * Biological Optimization ..
* Reactive ke * Proactive o .

“| can’t stop you from dying, but | can stop you

from dying of atherosclerosis.” — Dr. Dan Soffer

16:9

> GV <




'CASE STUDY: THE 30-YEAR-OLD PATIENT
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" (" PATIENT FILE )

PN

:{j Age: 30
'@ LDL: 138 mg/dL A

. Risk Factors: None

Wait Treat

'.."fp..' e ; 1" .
R e l (Guidelines) (Prevention)
15k =’_"_’f" s _J
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The Dilemma: 10-year risk is
near zero, but plaque
accumulation starts now.
The Prevention View: e
“Why walit for the fire to start?
Low-dose generic therapy now
prevents the plaque burden

of the future.”
SIIIIISIS /c_o/ﬁ/;o -




SAFETY: ABSOLUTE VS. RELATIVE RISK

Fears vs Reality dor

BENEFIT )

- Dlabetes' Tlny Signal inCrease, (Cardiovascular) *—\ A
vastly outweighed by heart

protection.

e Brain: No evidence of dementia
risk; stroke prevention preserves
brain function. B Cardiovascular

» Muscle: Real but rare. In blinded Protection

trials, muscle aches in statin
groups often match placebo.

Side
Effects




THE NEXT FRONTIER:

LIPOPROTEIN(a)

The Problem:

A genetic, independent risk factor
not treated by standard statins.

Current State:
Apheresis (invasive) or modest
PCSK9 reduction.

The Future:
Gene Silencing
(Phase 3 Trials underway)
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Pelacarsen Olpasiran Lepodisiran
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" Know your Ievél. If high, be

aggressive with ApoB targets.




EXECUTIVE SUMMARY:
THE PREVENTION PROTOCOL

m / — 1. Define the Target: ApoB is the causal agent. Lower is better. <

ll/l—r 2. Start Early: Cumulative exposure matters more than 10-year risk.
2

3. Use the Foundation: Statins and Ezetimibe are safe,_l
effective, and accessible. |

4. Escalate Intelligently: Add Bempedoic Acid or PCSK9s if

>

—,
V| targets aren’t met.

5. Personalize: Treat the patient’s lifetime risk, not just the
Insurance guidelines. G
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