Once Upon a Time: The
Amyloid Hypothesis

“Alzheimer’s snips away at the threads, a slow unraveling, a steady retreat; as a
witness all you can do is watch, cry, and whisper a soft stream of goodbyes. “
Patti Davis from The Long Goodbye Memories of my Father



Alzl;eimer’s& _
" the Brain




Alzheimer’s
Disease

AD is diagnosed every 3 s, with the incidence of 10% in
people at age 65, 20% at 75, and 40% at 85.

Almost two-thirds of Americans with Alzheimer's are
women.

Older African-Americans & Hispanics are about twice as

likely to have Alzheimer's or other dementias as older
whites.

$1 billion a day is spent for healthcare of 6.2 million
people living with AD at home or long-term care facilities

“No one should die from Alzheimer’s disease” Dr Dale
Bredesen

Time to Act on Dementia,
Time to Act on Alzheimers

The World Alzheimer's Month 2024 campaign, Time to act on
dementia, Time to act on Alzheimer’s, will focus raising awareness
and on addressing the stigma and discrimination which still exists
around dementia.




Alzheimer’sis A
Leading Cause
of Death

* Dementia is also the 7th
leading cause of death

* Even more strikingly, is
dementia is the fastest
growing cause of death
worldwide.

Dementia

Diabetes

Kidney diseases
Lung-related cancers
Heart disease

Stroke

COPD

Respiratory infections

Neonatal conditions

Diarrhea

Source: World Health Organization 2021 Global Status Report on the Public Health Response to Dementia



The Rising
Tide of
Dementia

* Alzheimer’s is projected to double in
the next few decades

e “Cumulative data points to disturbing
trends showing COVID-19 infections
leading to lasting cognitive impairment
and even Alzheimer’s symptoms”

(Alzheimer’s Press release 2021)

Long COVID and its association with neurodegenerative
diseases: pathogenesis, neuroimaging, and treatment
Zhao J et al Frontiers neurology April 2024

SARS-CoV-2 infection as a cause of neurodegeneration
Bonhenry D et al The Lancet June 2024

Projected Number of People Age 65 and Older (Total and by Age) in the U.S. Population
with Alzheimer’s Dementia, 2020 to 2060

Millions of people . Ages 65-74 Ages 75-84 . Ages 85+
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Created from data from Rajan et al **24



MRNA Vaccine Linked to
Increased Risk of Dementia

* Arecent study from Seoul analyzed data
from a random 50% sample of city
residents aged 65 and above, totaling
558,017 vaccinated vs controls

* The incidence of MCl and AD in
vaccinated individuals, particularly
those receiving mRNA vaccines was
higher than unvaccinated (some within
three months post-vaccination)

A potential association between COVID-19 vaccination

and development of Alzheimer's disease RoeJ et al QJM
May 2024
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Dementia is not one disease
Despite research investment
of nearly US$100 billion, its
causes are not fully
understood and to date there
Is no effective therapy

S e e ——————————

DEMENTIA

An “umbrella” term used to describe
a range of symptoms associated with cognitive impairment.

ALZHEIMER’S
50% - 75% VASCULAR

20% - 30% LEWY BODY
10% - 25% [ FRONTOTEMPERAL
10% - 15%



What Causes Alzheimer’s Disease? : Looking
Upstream

* Advancing age

* Vascular disease

* |Inflammation (leaky gut, poor oral hygiene, poor diet)
* Poorsleep

* Lack of exercise

* |Infections (Virus’, Lyme, P. gingivalis, syphilis)

* Exposure to toxins (glyphosate, air pollution, heavy metals, chemicals, plastic nanoparticles, spike
protein etc)

* Loss of trophic support (hormones and key nutrients like B12, zinc, Vitamin D)
* Stress

* Trauma

e Cellular deficiencies (limited mitochondrial function, reduced Sirt1)

* Genetics



Toxic Exposure and
Risk Of Alzheimer’s

* First responders at the WTC have a higher risk of
early onset dementia

* Mounting evidence links a variety of neurological
problems to dirty air that is particularly exacerbated
in urban cities throughout the world.

* Older women living in highly polluted areas have
double the risk of dementia

Incidence of Dementia Before Age 65 Years Among World Trade Center
Attack Responders Clouston S et al JAMA Neurology June 2024

Loss of life expectancy from air pollution compared to other risk
factors: a worldwide perspective, Pozzer A et al Cardiovascular
Research, Volume 116, Issue 11, 1 September 2020,




T h € Amle I d Allegations of fabricated research undermine

key Alzheimer’s theory

°
I I y p Ot I l e S I S A six-month investigation by Science magazine uncovered evidence that images in the much-

cited study, published 16 years ago in the journal Nature, may have been doctored.

 The amyloid hypothesis has been the dominant theory for the 7 .3aaf N
cause of Alzheimer's Disease for nearly 20 years. 4 o
* The theore/ holds that AD is caused bE/ the accumulation of ’
beta amyloid that damages nerve cells in the brain.

* A paperpublished in 2006 was the “landmark AD research”
paper claiming to have found amyloid as the cause of AD

* Fabrication of data and image manipulation led to a recent
retraction

* This study has been cited nearly 2500 times

* This study promoted the Amyloid hypothesis and has fueled
the race to find the ‘anti-amyloid’ drug

—— Ascan of the brain of a patient affected by Alzheimer's disease in an axial section.

A specific amyloid-B protein assembly in the brain impairs memory Lesne S et al Nature March 2026 BRI WG Vit Genty- fnndes

A neuroscience image sleuth finds signs of fabrication in scores of Alzheimer’s articles, threatening a
reigning theory of the disease Science 2022



IS Amyloid Friend or Foe?

* Amyloid-beta is a protein fragment that has long been

implicated in the pathogenesis of Alzheimer’s disease. It
is a known neurotoxin that destroys nerve synapses and

then clumps into plaques that lead to nerve cell death

* Research suggests amyloid-beta can play a protective
role against fungal, bacterial, viral infections and heavy
metals.

* Brain amyloid is not synonymous with dementia

e Studies have shown that large amounts of amyloid

plaques were present in healthy, non-demented
individuals

Amyloid accumulation and cognitive decline in clinically normal older individuals: implications for
aging and early Alzheimer’s disease Mormino E J of Alz Disease 2019




Heaven Help Us

* In 1986 Dr. David Snowdon, one of the world’s leading experts on
Alzheimer’s disease, embarked on a revolutionary scientific study
f.h?t would forever change the way we view aging—and ultimately

iving.

* Dubbed the “Nun Study” because it involves a unique population | BELIEVE IT
of 678 Catholic sisters, this remarkable long-term research - OR NOT, THIS
project has made headlines worldwide with its provocative F 4 91-YEAR-OLD
discoveries. . NUYNO(I:J Eg%lp

* Athird of the brains tested at autopsy showed signs of Alzheimer’s 9
but cognitive tests had revealed that the brain owners had shown ) AI_ZHEIMER s
no symptoms Nandar sty ol e

\ ase new light on:

* Brain amyloid PET scans of cognitively unimpaired people often » WHAT CAUSES IT

look the same as the PET scan% of people with AD - \ HOW TO PREVENT IT

Healthy a%ing and dementia: findings from the Nun Study Snowdon D et al Ann of Internal
Medicine 2003




99% of Clinical Trials for
Alzheimer’s Have Failed in
a 1.1 Trillion Dollar Market
for Big Pharma

* Alzheimer’s disease therapeutics has been,
arguably, the field of greatest failure of
biomedical therapeutics

e 43.5 billion spent since 1995

* Reducing AB peptide production and amyloid
formation in the brain did not slow cognitive
decline or improve daily life in AD patients

* Over 20 anti-amyloid drugs targeting the A-beta
cascade have been tried In clinical trials

Alzheimer’s Disease: Key Insights from Two Decades of Clinical Trial
Failures Kim C J of Alzheimer’s 2022

Researchers call for a major rethink of how Alzheimer’s treatments are
evaluated Lanhuis E Nature March 2024

MOUNTING COSTS

Between 1995 and 2021, pharmaceutical companies spent an estimated US$42.5 billion
on Alzheimer's disease research and development, and with few new drugs to show for
it. Of the 235 drug candidates that were pursued over this period, 112 remain in
development, 6 have reached commercialization and 117 have been discontinued,
equating to a 95% failure rate by 2021.

10 .......................................................... o

Cumulative research and development costs ($USD billions)

1995 2000 2005 2010 2015 2020
onature

Source: Institute for Health Metrics and Evaluation; Cummings, J. L., Goldman, D. P.,
Simmons-Stern, N. R., Ponton, E. Alzheimers Dement. 18, 469-477 (2022)




Alzheimer’sis a
Multi-Billion Dollar

Market

* According to the “Alzheimer’s
Disease Drug Development
Pipeline: 2023,” there are currently
187 clinical trials in the
Alzheimer’s drug development
pipeline —the most ever on record

e The race continues

Alzheimer's disease drug development pipeline:
2023 Cummings J et al Alzheimer’s Association
2023

1aer’s Drug Development Pipeline
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Lecanamab Recently Approved to Target Amyloid

* InJanuary 2023, the FDA approved Lecanemab an anti- For Alzheimer’s patients, a new era of

amyloid monoclonal antibody treatment brings hope and risk
* 18 weeks placebo vs drug trial in early AD i

* Slowed clinical decline by 27% (only .45 points on an 18- L E—

Updated July 7, 2023 at 4:00 p.m. EDT = Published July 3, 2023 at 6:00 a.m. EDT

point rating scale) and lowered amyloid on PET
* Dose: IV every 2 weeks. Frequent MRIs needed
* Highrisks (17.3% had ARIA)

« $82,500/patient per year (The Institute for Clinical and
Economic Review)

* This drug alone is forecast to generate 12.9 billion in sales
by 2028

Lecanemab in Early Alzheimer’s Disease Van Dyke C et al
NEJM 2023



If clinical trial data cannot
be trusted, patients’ lives
are held in the balance.

* This retraction is another example of the crisis of
confidence in scientific research

* The influence of Big Pharma on journal
publications and clinical trial outcomes comes
with enormous financial stakes in the products
being evaluated which can lead to tremendous
bias and entanglement

* Patients lives hang in the balance s s
* The pharma marketis 1.6 trillion and rising _, iR ] | i :I il ” i
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Relationships between physicians and Pharma Elliot C Neurol Clin
Pract 2014

How many clinical trials can be trusted Van Norden R Nature 2023



The World We

Used to Imagine | SIDE EFFECTS OF TREATMENT?

* Infusion reactions
* Flu-like symptoms

* We like to imagine that medicine is ¢ Ritoly s ianis s

based on evidence and the results of

. . . . . * ARIA - particularly in first 3-6 months
fair testing and clinical trials.

* Requires intensive safety monitoring
* Radiographic and clinical
* May yield symptoms
* May necessitate stopping drug infusions

* We like to imagine that doctors are
impartially educated and not funded by

Big Pharma. And that government * May necessitate emergent evaluations
regulators follow a code of ethics and » May require IV steroids or other treatments
only allow safe and effective therapies  May necessitate hospitalization

+ Patient deaths reported

on the market. And....if 'it' is published
in a reputable journal, it must be true.




Summary

* The amyloid hypothesis has been the dominant theory for the cause of Alzheimer's
Disease for nearly 20 years.

* Brain amyloid does not mean dementia

* Despite the amyloid cascade theory being DOA or at least gasping for its last breath,
anti-amyloid drugs are here, and more are coming

* We should look upstream, ask why amyloid is there and focus on education of
lifestyle interventions to optimize brain health

* FLCCC Brain Health guidelines



BRAIN
HEALTH

A GUIDE TO TREATING

COGNITIVE IMPAIRMENT

June 2024

Updates: additional section on Alzheimer's

Disease, addition of supplements Uridine @
Monophosphate, Vinpocetine, Urolithin A, F LCCC
Nattokinase, Serrapeptase, Curcumin, Taurine, ALLIANCE

TUDCA (Tauroursodeoxycholic acid), Gotu Kola, T
Phosphatidyl Choline, Phosphatidyl Serine HONEST! MEDICLNE™




Key Strategies for
Optimizing Brain Health &

Optimize diet (Non-GMO/Organic)

Enhance autophagy with intermittent fasting
Exercise and resistance training

Sleep

Reduce stress (meditation, quality sleep, counseling,
address trauma)

Engage in brain training and stimulation

7 <
Manon &

Limit alcohol

Figure 1

Re d u C e tOXI C l.oa d Identifying and addressing potential contributors to cognitive decline with a personalized, multi-therapeutic

approach is supportive of cognitive health. Shown in the figure are the various core strategies for the reversal of

Su N light a nd PhOtObiomOd u lation AD and MCI and for optimizing brain health.



Supplements to Help Optimize Brain health

* Omega 3 promotes cognition, neuronal preservation, protection against neuro-degeneration
& optimizes synaptic plasticity

* Resveratrol upregulates autophagy & is neuroprotective effects in the inhibition of B-amyloid
production, aggregation and in the destabilization of the AP fibrils and is anti-inflammatory,
scavenges free radicals and increases BDNF

* Li Orotate is neuroprotective and anti-inflammatory

* Magnesium: helps with muscle and nerve function, regulating blood pressure, and
supporting the immune system

* Melatonin: has antioxidant, anti-inflammatory, and immunomodulatory properties

 Curcumin: increases BDNF, reduces oxidative stress and it has anticoagulant, antiplatelet
and fibrinolytic properties. Curcumin reduces cellular senescence and has anti-
inflammatory and anti-prion effects



Supplements to Enhance Brain Health

« CDP choline is a naturally occurring choline source for the synthesis of acetylcholine,
enhances the release of dopamine, norepinephrine and serotonin. Choline converts
homocysteine into methionine, which has several beneficial effects including helping to
lower homocysteine levels

* Acetyl-carnitine does cross the BBB and is a powerful anti-oxidant and can aid in directing
fatty acids to the cell mitochondria, assisting in the creation of new cell energy

* Fisetin supports the aging brain by inducing autophagy. It was found to be helpful in animal
models of PKD, ALS, Huntingtons, TBI, CVA and age- related memory loss

* Flavonoids boost NGF and BDNF (neurotrophic factors for the brain)

* Vitamin E: protects cells from oxidative stress (200mg/d)



Herbs for Brain Health

* Lion's Mane has proven neuroprotective qualities through its ability to stimulate the
production of nerve growth factor (NGF)

* Bacopa may be neuroprotective thru its role in modulating the NMDA. Numerous studies
show benefit with memory

 Ashwagandha is anti-inflammatory, blocks AB production, inhibits neural cell death,
dendrite extension, neurite outgrowth and restores synaptic function, neural regeneration,
reverses mitochondrial dysfunction, improves auditory-verbal working memory, executive
function, processing speed etc.

* Gotu Kola has been used for centuries to enhance memory and cognitive functioning and to
combat the effects of aging in the brain. It’s also known for its calming properties.

* Whole coffee fruit extract (WCFE) increases BDNF

* Ginkgo biloba (neuroprotection) it has antioxidant and anti-amyloid properties



New Supplements Added

* Urolithin stimulates this crucial recycling and cleansing process - ultimately protecting cells
from age-associated decline. Long-term use significantly improved learning, memory, and
olfactory function in different AD transgenic mice & reduced AP and Tau pathology. UA
activates autophagy/mitophagy (crucial for recycling and cleansing protecting cells from age
associated decline)

* Nattokinase, Serrapetpase and Lumbrokinase can dissolve prions

* Taurine is critical for normal brain function. It can spur the growth of new brain cells, evenin
old age and may help protect the brain from neurotoxins that damage the nervous system.
Taurine has also been shown to help protect against factors involved in neurological decline

and stroke damage.
* Uridine with Choline and Omega 3 (plays a vital role in the health of neurons and synapses)

* Vinpocetine boosts neuroplasticity, blood flow, & reduces neuroinflammation (do not use if
on blood thinners or with low BP/ stop 2-3 weeks prior to surgery)
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* Reconsideration of Amyloid Hypothesis and Tau Hypothesis in Alzheimer's Disease Kametani
F et al Front Neuroscience 2018
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