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Beyond Disease
Stabilization

The clinical management of
coronary artery disease has
historically operated under a
paradigm of pharmacological
risk management.

While life-saving, this approach often
leaves the underlying atherogenic
process unresolved.

Atherogenic Plaque Burden
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Peer-reviewed evidence demonstrates \
that specific dietary macronutrient
architectures can induce biological states
conducive to the active clinical regression
of established atherosclerotic plague.
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Two Competing Nutritional Philosophies

The Quantitative Paradigm The Qualitative Paradigm

® Fat Quantity Restriction. ® Fat Quality Substitution.

® Total fat strictly <10% of calories. ® Total fat 30-45% of calories.

® Whole-food plant-based (WFPB). ® Mediterranean dietary pattern.

® Zero added oils. ® Saturated fats replaced with unsaturated

e Pioneered by Ornish/Esselstyn. fats (EVOO, nuts).



The Lifestyle Heart Trial Angiographic Data

| Angiographic Regression Progression Model

Standard
Care

Year 1

51.9%
Stenosis

» Year 5

<10% Fat 37.3%
WFPB Stenosis
M Data: B Outcomes
7.9% relative regression in the WFPB Experimental group experienced a 72% decrease
experimental group vs. 27.7% relative in angina frequency; Standard care experienced a
progression in standard care (p = 0.001). L 2.47 Risk Ratio for major cardiac events.




The Esselstyn Cleveland Clinic Cohort

198 patients with significant, often treatment-resistant CAD followed for 3.7 years.
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The North Karelia Project

Population-level evidence for fat substitution over a 40-year period.
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Butter use on bread declined Primary fat source shifted Outcome: Achieved an 84% reduction in
from >90% to <5% of the from saturated dairy to CHD mortality among men aged 35-64,

population. unsaturated plant oils. validating the “Fat Quality” substitution logic.



The Lyon Diet Heart Study

Mediterranean ALA-enriched diet

Standard post-infarction diet

Key Takeaway Methodological Note

Demonstrated a 73% reduction in cardiac death and non- The trial was stopped early due to the magnitude of observed

fatal myocardial infarction over 27 months in post- benefit. Unlike other trials in the Mediterranean paradigm, this

infarction patients. study maintains robust methodological credibility for
secondary prevention against a standard Western diet.




The Longevity Paradox

Blue Zone Paradox Matrix

Traditional Okinawa Mediterranean Blue Zones

Total Fat 6% 30-45%
Carbohydrates 85% 40-45%
Main Fat Source Soy [ Seaweed Olive oil / Nuts

Synthesis: Both architectures protect against CVD relative to the Western diet, but traditional Okinawa (ultra-low-fat) demonstrated
CAD mortality rates approximately one-eighth of contemporaneous US rates, indicating superior quantitative coronary protection.




Evaluating PREDIMED: The Primary Mediterranean RCT

Early Termination: Trial stc}pped
after 4.8 of 6 years, which

Randomization Failures: 21% of
participants (n=1,588) were not y systematically inflates effect
| sizes in dietary trials.

| properly randomized. J % ; J

Enrollment

/Jf

Contrul Arm

.

Contrc:l Arm
& Contaminated Control: The control arm 2 f

\

reached 37% total fat at study end—a ;

comparison of two high-fat diets, not Imbalanced Intensity: Med arms received

Mediterranean vs. truly low-fat. & free 1L EVOO/week and intense counseling;
" ’ control received pamphlets only for 3 years. |
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Atherogenesis and ApoB Particle Clearance
ApoB / SFA Functlonal Dlagram

Mechanism:

Dietary saturated fatty acids
reduce hepatic LDL receptor
expression through intracellular
cholesterol redistribution.

Result:

This impairs receptor-mediated
clearance, causing ApoB-
containing lipoproteins (the
primary causal marker of
atherogenic risk) to accumulate
In circulation.

The ultra-low-fat WFPB model achieves dual-pathway clearance:
marked reduction in SFA input, and increased fractional catabolic rate of ApoB.




Post-Prandial Endothelial Impairment (FMD)

Insight: High-fat meals, including refined EVOO, reproduce endothelial impairment in the 3-4 hour
post-prandial window due to NO suppression and oxidative stress.

Refined Olive D_il:__;]jﬁ decrease in dilation.

High-SFA Meal (Butter): Severe impairment.

Salmon/Fish oil: Minimal impairment




The Nitric Oxide ‘Buffer’ Metaphor

W " “*~

L]
.l.-" b [
* f-,.- e
- & FAT F
I\-\._ 2 4 & R Y ol -

Mechanism: The cardiovascular benefit of the Mediterranean meal structure does not reside in the
isolated olive oil itself.

Explanation: The antioxidant-rich vegetables and vinegar consumed alongside the oil act as a chemical
shield, partially buffering the post-prandial endothelial stress and preserving nitric oxide bioavailability.
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Consensus and Evidence-Based Divergence

(O Areas of Consensus

» High dietary fiber (universally critical for * Plant proteins.

bile acid sequestration).
« Severe restriction of refined carbohydrates » Saturated fat targeted strictly <7-10%.

and added sugars.

—

'Y' Areas of Divergence r-/\
1 | Total Fat % <10% 30-45%
2 | Refined Oils Strict exclusion to preserve FMD Liberal EVOO usage

3 | Nuts and Seeds Restricted in advanced CAD Actively endorsed




The Clinical Fork in the Road

2 Whatis the patient’s e
current disease burden? \
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No Established CAD e/ \S Established CAD
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Primary Prevention:
Mediterranean Pattern
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Plaque Reversal:
<10% Fat WFPB Protocol
e <10% total fat. Zero added oil.
e The only dietary intervention with
angiographic proof of clinical
regression over multi-year follow-up.

e 25-35% total fat.

e Rich in EVOO, nuts, legumes.

» Backed by robust population studies
and secondary prevention data.

[ Note: Transitioning from Path A to Path B upon CAD diagnosis represents a clinically justified intensification. J




Context:

Both evidence bases have limitations. The WFPB
angiographic data relies on small sample sizes, while
the Mediterranean data lacks true low-fat

comparisons and specific plaque regression endpoints.

— WFPB <10% Fat Protocol —

Primary Endpoint Required:

Hard imaging via coronary CTA
plaque quantification or
intravascular ultrasound over a
3-year minimum.
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—— Mediterranean Diet

e —

— Optimized Medical Therapy

The Missing Trial: * Coronary CTA scanner

The field requires a multi-arm RCT comparing
a <10% fat WFPB protocol vs. a Mediterranean
diet vs. optimized medical therapy.

The DISCO-CT template



