Systems Biology Approach to Chronic Disease.. 2007

Clinicians < Consultation > Clinical labs /databases
Clinical Data and I
Samples
7 UN '
Cells, cell lines, DNA,
RNA

. < >
Immunophenotyping

Immune Protein arrays
Cvtokines and
chemokines . . .ps
Epigenetic Profiling
BASIC Research

Epidemiology
Patient family Gene Expression mRNA.
registries MicroRNA

Research Gateway

Web-based, open-access Bio-Informatics




HYPOTHESIS of XMRV INDUCED PATHOGENESIS:
Chronic infection with XMRV may lead to an Immune Deficiency

‘ ! plasma vira] load

‘ ~N CFS develops?
H total XMRV antibody

Inflammatory events/Hormone
response/stress

Time
(Time course unknown)

Xenotropic Murine Leukemia Virus Related Virus (XMRV): Current Research, Disease
Associations, Therapeutic Opportunities (Future Medicine, Therapy, Sept 2010)
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Immunity is not static: it changes with age; many unique features in early life

| Fetal Preterm Term 1-2 yr infant
Plasma
Immunosuppressive adenosine Adenosine
ADA ADA

NK cell immaturity

Erythroid cells

Layered immune system:

» Tregs » ++Tregs
» T cell subset . 8
» Origin » Maternal, fetal liver » Liver/bone marrow
» Adaptive bias » Ag-specific tolerance » Ag-specific tolerance

T cells Inhibitory Tfh cells
Immunsuppressive epigenetic state ‘
B cells Breg suppression of DCs

TRENDS in immunology

The Brain and The Immune System are inextricably linked from Conception



Chronic Diseases Potentially Associated with Human Retroviral Infection

Prostate* Lupus

Breast” Crohn’s*

Non Hodgkin’s Lymphoma* Hashimoto’s Thyroiditis*
Chronic Lymphocytic Polymyositis
Leukemia® Sjogren’s syndrome
Mantle Cell Lymphoma* Bechet's Disease*
Hairy Cell Leukemia Primary Billary Cirrhosis*
Bladder*

Colorectal

Kidney*

Ovarian®

* RT Activity, RV sequences or proteins,
antibodies to RV proteins

ME/CFS*

Gulf War Syndrome*
Autism*

MS*

Parkinson’s*

ALS*

Lyme Borreliosis
Complex (LBC)*

HAND*
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GENETIC SUSCEPTIBILITIES
Genetics are extremely important in Vaccine Injury
Multifactorial: subsets of genes

* Diagnostics: Multiplex technologies genetic, epigenetic
and protein signatures of Disease

Ex: Courtagen, Oncotype DX
Channelopathies: SCN4A..SCN1A
Immunity Genes: RNASEL
Methylation: MTHFR, MeCP2, IGF-1
Detox: CYP p450



2008: Footprints of retroviral infection!

Dysregulated Cytokine/Chemokine Production plasma

Increased Cytokine/Chemokine from ME/CFS patients

Production in plasma from ATL patients

Concentration in CYTOKINES/ | Patient | Control | P value FUNCTION IN INFLAMMATION
culture supernatant | ATL patient Uninfected CHEMOKINES |N=156| N=140
(pg/ml) IL-8 1067 11.1 | <0.0001 RNaseL and CMV activated
IL-13 28 86 <0.0001 Inhibits inflammatory cytokine production
IL-1 2p40 130 36 MIP-18 1840 157 <0.0001 Elevated in Neurodegenerative disease
IL-6 2800 17 TNF-a 109 12.8 <0.0001 Stimulates chronic inflammation
IL-1B8 162 - MCP-1 468 421 0.003 Elevated in chronic inflammatory diseases
TNF-a 600 - IL-7 21.1 82 <0.0001 Stimulates proliferation of Band T
lymphocytes and NK cells
IP10 130 —-— IFN-a 35 60 <0.0001 Stimulates macrophages and NK cells to
elicit an anti-viral response
MCP-1 770 150 IL-6 271 29 <0.0001 Stimulates chronic inflammation
MIP-1a 450 90 MIP-1c 673 91 0.0062 Elevated in Neurodegenerative disease
IL-8 8500 420 GM-CSF 108 166 <0.0001 St|mlulates proliferationof Band T
ymphocytes and NK cells

« Many cytokinessuch aslL-4, IL-5, IL.-7 and type 1 interferons

are not expressed in blood of infected patients




Tissue Macrophages perform Key
Homeostatic Functions Modulated by
Cannabinoids

Monocyte/Macrophage Dysfunction as a Driver of Vaccine AIDS/CANCER

Express Purinergic Receptors:

P2XR and P2YR.
Express Cannabinoid Receptors

CB1 & CB2

GcMAF
Suramin
Ivermectin
Vitamin C
DMG

Decitibine (Vidaza)

Pentide T

Intracceular
macrophage

Elimination of

dust, allergens and | ¢ ©)

microorganisms

Eye

Cloaranco of
pathegens and

toxins

Alveolar

Lung

macrophage

Liver

Kupffer cell

Bone marrow
macrophage

Bone

resorption

)

Osteoclast

Brain

Microglia

-

o

/’
’

-
-
.....
..
e

Splenic
Small Macrophage
intestine

Intestinal
macrophage

Phagocytosis
and antigen
prezentation

Macrophage

'(o Jo]o]J]o ]| o roToJl
[
1
|

i Blood vessel

zone macrophages

*» Clearance of senescent red blood
cells by red pulp macrophages

« Clearance of blood-borne
particulate antigens by marginal

and microbiota

* Recognition and removal
of enteric pathogens
» Tolorance to food antigen:

Lymph node

Antigen capture

and prezentation
to B cells

Subcap:ular sinusoidal

macrophages and

medullary macrophages



In 1978 Frank Ruscetti discovered T-cell growth factor (IL2) enabling the isolation of HTLV1

Pathways of Innate and Adaptive
Immune Responses in 2015

Virus Gram negative bacteria Gram posative bacteria Fungi

C*:)(_@ == o)
N /\ﬁ#\

fmm Mwm
Peptidoglycan Triacyl lipopeptides

TLR4 TR110 TIRS 0 TLR2 & OTLRG
TwR2 [ TLRr1
Herpes virus

ssRNA DNA dsDNA

] - w

SpodﬂcllganR:ﬁ IRF3

Modulation of IFNB
IFNa/IFNG RANTES L1 1IL-10
stimulated genes Nucleus :t: 17

Innat Anﬁs\
nnate immune =
response stimulating = % 7_7{ leferentilaﬁon
substances P~ signa
-l ) @ “~ ™\ Micromilieu vitamins,
g

Cytokines, Histamine,
Adenosine, etc.

Differentiation IL-21 IL-12 IL-4, TGF-3, IL-6, TNF-q, IL-6
cytokines: TGFB IL-21, IL-23
L-21 IF IL-4, IL-S, IL-13 IL-6, IL-8, IL17A, IL-22

cyffﬁ,‘,:': e e e ILATE, 1122, IL-26
Functions: A:'GM r ra ." I “"9; | Mucus Er’".'f‘:“‘"" ~_Tissue

Apoptosis of infl i Tissue Chronic

tissue cells IgE, infl tion philic

Chronic inflammation
eosinophilic



FOOD AS MEDICINE

Aneustat™ Intercepts Cancer By
Inhibiting The Chronic Disease
Engine (the interplay of microbial
infection, oxidative stress, and
inflammation)
amage'iom e oy m
a distance) -mutation
-disease development

-\

Microbial
Infection
(the switch)

—

trigger actiyati
hit run E— E%/
(ROS/RNS) e
%)
/ upregiate % =
/ C ines
Inflammation
(NFkB & COX2)

—

Aneustat™ Directly and Indirectly

Modulates Key Biology Systems
And Their Communication to Intercept, Treat and
Prevent Cancer Proliferation

communication network Aneustat™
signaling proteins,
cytokines,
chemokines, \ l l
growth factors

\ *Neuroimmune
\ system
A «Anti-disease R
response
= \ chronic P N €

+Organs i‘l!tegrity disease €~

« Tumor micro- engine  « Hallmarks of
environment cancer

*Hormone control I » Cancer initiation

*Enzyme activity & survival &

/ €< > gyste N\
RN
A \

’\ Early alarm system to

triggerintercept activities



Inflammatory Insults on Genetic and Epigenetic Susceptible Individuals Results in Chronic Disease .

( Acquired immunological susceptibility:\

-Environmental risk factors

-C-section

-Broad spectrum antibiotics

K -Toxins from GMO food and formula j

A2

Genetic
Gut dysbiosis

Epigenetic
susceptibility

<4 | Cytokine Storm) —~—

Ila)iyome :I::le\‘,’a:::: Microbial toxins, g
components, casein, bovine proteins, | §
adventitious agents transgenes from GMO ;
Intestinal wall
: Leaky gut '

sensitivity

Early Life Late Life

(:o:; SHEICON2016 (c) www.seekinghealth.org



The Environment and ASD
All Chronic Disease?

« More than 200 genes associated with Autism

« Many subtypes

 Pesticides

» Toxins

« EMF

* Lessons learned from Other human retroviral Infections
« Zoonotic transmission exposures

* Heavy metals in water-Example from the Silver state

- GMO

« Vaccinations-The Anti-hygiene Theory

e Microbiome.

EPIGENETICS: ALL ON TOP OF THE GENES



. Cell

Effects of environmental change on

zoonotic disease risk: an ecological
primer Trends in Parasitology, April 2014, Vol. 30, No. 4 205

Agustin Estrada-Pena’, Richard S. Ostfeld?, A. Townsend Peterson®,
Robert Poulin®, and José de la Fuente®°

" Department of Animal Pathology, Faculty of Veterinary Medicine, Miguel Servet, 177, 50013-Zaragoza, Spain
2 Cary Institute of Ecosystem Studies, Millbrook, NY 12545-0129, USA

®The University of Kansas Biodiversity Institute, Lawrence, KS 66045-7593, USA

4 Department of Zoology, University of Otago, Dunedin 9016, New Zealand

°SaBio, IREC, Ronda de Toledo s/n, 13071 Ciudad Real, Spain

8 Center for Veterinary Health Sciences, Oklahoma State University, Stillwater, OK 74078, USA



Hazards of GMOs

1. Uncontrollable. unpredictable impacts on safety due to the genetic modification process *
Scrambling the host genome *
Widespread mutations *
Inactivating genes *
Activating genes *
Creating new transcripts (RNAs) including those with regulatory functions *
Creating new proteins *
Creating new metabolites or increasing metabolite to toxic levels *
Activating dormant viruses *
Creating new viruses by recombination of viral genes in GM insert with those in the host
genome *

2. Toxicity of transgene protein(s) introduced (intentionally or otherwise)
Transgene protein toxic *
Transgene protein allergenic or immunogenic *
Trangenic protein becoming allergenic or immunogenic due to processing *
Unintended protein created by sequence inserted may be toxic or immunogenic

3. Effects due to the GM nsert and its instability *
Genetic rearrangement with further unpredictable effects *
Horizontal gene transfer and recombination *
Spreading antibiotic and drug resistance *
Creating new viruses and bacteria that cause diseases
Creating mutations in genomes of cells to which the GM insert integrate
mcluding those associated with cancer *

4. Toxicity of herbicides used with herbicide tolerant GM crops *




Entropy 2013, 15. 4748-4781: doi:10.3390/e15114748

entropy

ISSN 1099-4300
www.mdpi.com/journal/entropy

Review

The New Genetics and Natural versus Artificial
Genetic Modification

Mae-Wan Ho

Institute of Science in Society, 29 Tytherton Road. London N19 4PZ. UK:



VIRUSES/POSIONS
Lack of Minerals, Essential Amino acids, Phytocannabinoids

a frontiers  Review
. o . published: 24 April 2019
mn Ag g Neuroscience doi: 10.3389/inagl.2019.00089
o

|

G; /O-Protem Coupled Receptors in

the Aging Brain
Patricia G. de Oliveira't, Marta L. S. Ramos'!, Anténio J. Amaro?, Roberto A. Dias'"* and
Sandra |. Vieira't
A GPCRs main functions B Tissue distribution of G;,-coupled GPCRs
Light perception

u Bone marrow & immune system

& Brain

u Gastrointestinal tract
u Lung

u Male tissues

u Female tissues

u« Endocrine tissues
— . « Kidney & Urinary bladder

Taste Pheromone signaling

Hormones,
NTs and other

w Skin

« Liver and gallbladder
Muscle tissues
Pancreas
Adipose and soft tissues



#SHEICON2016

Cytokine signatures can serve as a diagnostic fingerprint of

pathogens and
Biomarkers for therapy
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Inappropriate Activation of the cellular Immune system is important in
the pathogenesis of human Retrovirus Associated Disease

0

0
Innate i ”‘ Antlgﬂ
nnate immune = ) o
response stimulating = ‘ lefesl’it;r;gftlon

substances
DC | (@ @ . Micromilieu vitamins,

Cytokines, Histamine,
Adenosine, etc.

//]\\

Differentiation IL-21 IL-12 IL-4 IL-4, TGF-3, IL-6, TNF-q, IL-6
cytokines: TGFB IL-21, IL-23
Effector IL-21 IFN-y IL-4, IL-5, IL-13 IL-9 IL-6, IL-8, IL-17A, IL-22
cytokines: IL-25, IL-31, IL-33 IL-17E, IL-22, IL-26
Functions: Antibody Intracellular  Helminths, Mucus Extracellular Tissue
synthesis pathogens, Allergic production, pathogens, inflammation
Apoptosis of inflammation Tissue Chronic
tissue cells IgE, inflammation neutrophilic
Chronic inflammation

eosinophilic
inflammation

Every Experimental injection Bypasses The Innate Immune System



Omnitiira

Therapeutics

Combination therapy for prostate cancer using
botanical compositions and bicalutamide
WO 2012061790 A1

ABSTRACT

Botanical compositions comprising non-alcoholic organic extracts of Ganoderma
lucidum, Salvia miltiorrhiza, and Scutellaria barbata for use in conjunction with
bicalutamide therapy fpr cancer therapy, are provided. Methods for treatment or
therapy of prostate cancer in a human is provided, the method comprising:
administering an effective amount of a botanical composition that is effective for
reducing androgen receptor protein expression; and administering concurrently an
effective amount of a compound having anti-androgen activity, wherein the
concurrent administration of the compound and the botanical composition
achieves a therapeutic effect that is more effective than either agent alone.

A CLINICAL STAGE
BIOPHARMACEUTICAL
COMPANY HARNESSING
THE POWER OF PLANTS.

Publication number
Publication type
Application number
Publication date
Filing date

Priority date (7)

Also published as

Inventors
Applicant
Export Citation

W02012061790 A1
Application
PCT/US2011/059471
May 10, 2012

Nov 4, 2011

Nov 4, 2010

CA2816855A1, CN103327994A, 4 More »4
More »

James Dao, Jeffrey Dao, 8 More »8 More »
Genyous Biomed International
BiBTeX, EndNote, RefMan

Patent Citations (7), Non-Patent Citations (52), Referenced by (3),
Classifications (10), Legal Events (4)

External Links: Patentscope, Espacenet

XMRV-Syncytin




Xenotropic Murine Leukemia Virus-related
Virus-associated Chronic Fatigue Syndrome Reveals
a Distinct Inflammatory Signature in vivo 25: 307-314 (2011)

VINCENT C. LOMBARDI!, KATHRYN S. HAGEN!, KENNETH W. HUNTER?,
JOHN W. DIAMOND?2', JULIE SMITH-GAGEN3, WEI YANG? and JUDY A. MIKOVITS!

Priming of glial cells
Immune insult
to Braln Trauma
Infection

Toxic Metabolites

Nuclear and Cytosolic Proteins

Mlcrogha Astrocytes

Increased expression of
pro-inflammatory cytokines Reduced expression
of pro-inflammatory

cytokines by glial

cells

Immune insult to
systemic circulation

y
» ©

|

E B N

Op X 2
TNF-¢ IL-1p & IL-18  IL-6

Activation of granulocytes,
monocytes/macrophages,
NK and T cells
Neurodegeneration : '

y

Cellular pathway

. . Humoral pathway ‘of
Psychiatric i % Priming of M1
disorders Neuroinflammation /g (classical) Macrophages
Neural pathway and Monocytes




Chronic innate immune activation leads to
inflammation and immune dysregulation

« Presence of CD20+ CD23+ B cells, not normally seen in healthy subjects, and
activated APCs in some ME/CFS, CLD patients are similar to the myeloid and B cell
defects described in other retroviral associated Diseases.

o The significant changes in the myeloid compartment including phenotypes are
suggestive of activation of Antigen Presenting Cells (APCs) .

« Increased, yoT Cells clonality in ME/CFS, CLD, CLL, MCL
Increased NKT compartment together with increased NKT to NK ratio.
Major changes in inflammasome

Conclusion

Results suggests a similar Disease cycle of chronic innate immune activation leading
to an immune dysregulation and chronic immunosuppression and may guide future
research towards the development of biomarkers and treatment targets



Model for the Induction of Neurodegeneration
by one strain of MLV in an animal model

BLOOD BCEC BRAIN
4
Microglia
Leaky > |
Vessels
Activated Ve
Microglia
m PVC-211 MIP-1a S uperoxio_le / r
o Myeloperoxidase
MulVv other [
factors /
." Neuron

Damage of

Blood Neuron

monocytes

& Proteoglycans

O— Virus receptor

these immune pathways see in ASD and Other Chronic neurological diseases



PUBLIC RELEASE: 1-JUN-2015

Missing link found between brain, immune
system -- with major disease implications

Implications profound for neurological diseases from autism to Alzheimer's to multiple sclerosis

d

Structural and functional features

of central nervous system

lymphatic vessels

e We discovered functional lymphatic vessels lining the
dural sinuses. These structures are able to carry both
fluid and immune cells from the cerebrospinal fluid,
and are connected to the deep cervical lymph nodes.
The discovery of the central nervous system
lymphatic system may call for a reassessment of
basic assumptions in neuroimmunology and sheds
new light on the aetiology of neuroinflammatory and
neurodegenerative diseases associated with immune
system dysfunction.

-ouveau A, et al. Nature. 2015 Jun 1.



Danger ot Inoculation During key Developmental Phases

Infectlon )
Better with Age

V B t
iruses Bacteria ﬁx On natelmmunlty)
_O[) YEARS . TLRs ;?'_»f:‘:é (D) /| Cytokines |
16 20010 ?’j‘"i @ ~" TNF
It handles more - g

complex reasoning a IL-1

10 15 YEARS o
HMGB1
THE HUMAN BRAIN Ay itz O P
rtain, solve, control emotions Sterile injury | : [Sickness syndrome)
HMGBT % Fever
YEARS DNA 1 VO Anorexia
! (_)ll?t A Uric acid Fatigue
$ Circuitry is fine-tuning Damaged Ce” Wlthdran

(:c:) SHEICON2016 (c) www.seekinghealth.org



Chronic Disease involves every aspect of Human Biology.
From birth the developing Brain and Immune system are Inextricably linked

External Stimuli:Eustress/Distress

A 2
Endocée Autonomic b
Glands nervous system .
Hormone\ :
Cyto)unes
N .
Pathogens \
tati /s L;mphoid
mutations : . ymphoi
P I
P = \
' \
| {
\
!
- s ‘
30 ml Oral drops 1
.
Lymphomyosotw
/
Homcupathm preparation

Stimuli
Loss of cell: cell communication,
matrix breakdown, infections,
vascular damage,
others

Homeostasis
Phagocytosis of debris,
neurotrophins

. Fetlr, L and S Amigorena,
others Science 2005, 309:392

Damage
Neurotoxins, phagocytosis of
normal neurons, apoptosis

\

Neurolmmune
Disease and Cancer


http://www.sciencemag.org/cgi/content/full/309/5733/392/F1

Central role of micgroglia in Neuroinflammation

Infection
Injury
Inflammation
Ischemia

Rameshe Et. Al. 2013
Mediators of inflammation




VACCINE AIDS = COVID19: Autoimmune, Autoinflammatory Disease & Cancer Unintended Consequences of 3
DECADES LIABILITY FREE VACCINES

Prostate Cancer* Crohn’s Disease* Gulf War Syndrome*

Breast Cancer * Hashimoto’s Thyroiditis* Autism / ASD*

Multiple Myeloma* Polymyositis™* Multiple Sclerosis*

Non-Hodgkins Lymphoma* Sjogren’s Syndrome * Parkinson’s*

Chronic Lymphocytic Leukemia* Bechet’s Disease* ALS*

Mantle Cell Lymphoma* Primary Biliary Cirrhosis* Fibromyalgia*

Hairy Cell Leukemia* Inflammatory Bowel Disease* Chronic Lyme Disease*

Bladder Cancer * Psoriasis, Dermatitis OCD*

Colorectal Cancer” Diabetes™ ADHD*

Kidney Cancer * Cardiovascular Disease* PTSD*

Ovarian Cancer* ME / CFS* Psychosis*
Lupus/SLE* Rheumatoid Arthritis*

*Neuroendocrine Tumors

KEY to IMMUNITY is do not defile the TEMPLE of GOD
NEVER GET ANOTHER VACCINE



Earliest Symptoms reflect immmune damage

SKIN: Rash
Gastrointestinal tract: GERD, leaky Gut

Hematopoietic (Blood) Cells: Myelodysplasia

Brain: Blood Brain Barrier lymphatics: edema



¥sHEI

VACCINE INJURY:

Assessment, Treatment and Prevention

#SHEI

* Immunity is not static; it changes with age, with many unique features in early life.

* 36 years of research in Immunotherapy Inform Immune related adverse events in
vaccination

« T cell responses to vaccination differ from those induced by infectious challenge

* The Brain cannot tolerate the introduction of antigens without eliciting an inflammatory
immune response

* Development of novel age-specific vaccine formulations and delivery systems is likely
warranted.

* Antiquated Concept: ONE SIZE FITS ALL: ONE SIZE Clearly DOES NOT FIT ALL

2016 (c) www.seekinghealth.org


https://en.wikipedia.org/wiki/Antigen
https://en.wikipedia.org/wiki/Inflammation
https://en.wikipedia.org/wiki/Inflammation

1986theact.com NVICP Justice Denied: HBV vaccine at birth when DNA
Methylation resets




IGF-1: A Biomarker of Human Aging and the Development of Chronic
Disease regulated by DNA Methylation

Circulating IGF-1 levels

<k

>

References

Lifelong
physiological
properties of

IGF-1

Growth

Neurgenesis and
synaptogenesis

Genital

development

Bone Lipid and glucose Neuroprotection

metabolism metablolisms

» Antioxidant and
Anabolizing antiinflammatory

. . Hepato and
Proliferative cardioprotrection

Antiapoptotic

Mitochondrial
protection

15,16, 22, 23,26-28
55-88,101-108,
121-133,156-175,
169, 206, 225-233,
270-275, 290,
295-306,

357-359,398

#SHEICON2016
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GARDASIL INJURY
Death, Leukemia, Psychosis, Cardiac Arrest, Autoimmune Disease, Alopecia,
Sterility in 25% of those vaccinated

Jessica — Before Vaccine Jessica — After Vaccine
& | IS IT GARDASIL INJURY

OR NON-HIV AEIDS?

Lauren After Gardasil

Is it Gardasil Injury or COVID
Hair loss? Is there a difference?




Poisons (ADJUVANTS): Aluminum, LPS (ENDOTOXIN), Xenoestrogens, Arsenic in Vaccines food &
water target Innate Immune responses

Lupus is an autoimmune inflammatory disease in which the body produces antibodies causing the
immune system to affect the skin, joints, blood and kidneys.

Sym pto ms I n CI u d e: Nature Reviews Rheumatology | Published online 24 Mar 2016; doi:10.1038/nrrheum.2016.43
e Skin rashes/ Inflammation Auminumsats Auminum sats
Quil-A
" : : . 1A
e Arthritis/ Joint Pain Compromised “ng S,,QN mac?,em'ﬁfm
« Extreme Fatigue pDC_BREG cell crosstalk Musdeﬁ\bo‘rs s | Lomeptons obC

« Anemia/ Blood Disorders
« Kidney Damage

e Immune Disorder

e Antinuclear Antibodies




THE FATE OF THOSE WHO FIGHT THE DARKNESS
™

KENT HECKENLIVELY
JUDY MIKOVITS, PHD

NEW YORK TIMES
BESTSELLING AUTHORS

Wi ENDING
PLAGUE OF PLAGUE

A SCHOLAR'’S OBLIGATION

Co RRUPTION IN AN AGE OF CORRUPTION

RESTORING FAITH IN THE
PROMISE OF SCIENCE

Dr. Judy Mikovits
& Kent Heckenlively, JD

Dr. Francis W. Ruscetti,
Dr. Judy A. Mikovits, and
Kent Heckenlively, JD

One Scientist’s
Intrepid Search
for the Truth
about Human
Retroviruses and

Truth about Human Retroviruses and
Chronic Fatigue Syndrome (ME/CFS).
Autism, and Other Diseases

Robe“rt F. Kennedy, Jr.

. sn’c @ -
Ch '»l:.d ren’s G5 | Children’s &}

KENT HECKENLIVEL
JUDY MIKOVITS, PHD

Chronic Fatigue
Syndrome, Autism,

and Other Diseases g ‘ N7
TheRealDrJ udv.com ‘The great enemy of truth is very often not the lie — deliberate, contrived
P|aguethebook.com and dishonest — but the myth — persistent, persuasive and unrealistic.

. Too often we hold fast to the cliches of our forebears. We subject all
S h0p .therealdrjudv.com facts to a prefabricated set of interpretations. We enjoy the comfort
of opinion without the discomfort of thought’. John F. Kennedy,
Commencement Address, Yale University, June 11, 1962
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HIV-1: A Virus that Never Comes Alone

Cell Host & Microbe

War and Peace between Microbes:
HIV-1 Interactions with Coinfecting Viruses

Andrea Lisco, Christophe Vanpouille,! and Leonid Margolis™*

'Program in Physical Biology, Eunice Kennedy Shriver National Institute of Child Health and Human Development,
National Institutes of Health, Bethesda, MD 20892, USA

*Comrespondence: margolii@mail.nih.gov

DOI 10.1016/}.chom.2009.10.010

HIV-1 disrupts the homeostatic equilibrium between the host and coinfecting microbes, facilitating reactiva-
tion of persistent viruses and invasion by new viruses. These viruses usually accelerate HIV disease but occa-
sionally create conditions detrimental for HIV-1. Understanding these phenomena may lead to anti-HIV-1
strategies that specifically target interactions between HIV-1 and coinfecting viruses.



Host Virus/Microbe Equilibrium is Disrupted by HIV-1

A

. . . . . Table 1. Mechanisms of Interactions between HIV-1
and Coinfecting Viruses

Ot it Mechanisms Viruses
| Immunoactivation HCV, HSV-2, CMV,
@ * memema— @ EBV, HTLV-2*
e 2 HIV-1 trans-activation HSV-2, HTLV-1, JCV®
A Abnomal production of cheamokines HTLV-1, HHV-6,

immunocompetence

HTLV-2, MV, GBV-C

5 ® o CD4, CCRS, or CXCR4 downregulation HHV-7, GBV-C
_&_ Expression of virokines and viroceptors CMV, HHV-8, HHV-7
- 2N Blockage of CD4 T cell cydle MV
e Modulation of cytokine signaling EBV, adenovirus
\\§V J o & Inhibition of apoptosis CMV, EBV
O/A . m‘::‘ﬁvaﬁonof autologous HHV-6, HHV-7
e _— MHC downregulation CMV, HHV-6, HHV-7

ITS ALL ABOUT INFlammation



Breakdown of cell membranes and release of the PLAZ2...starts inflammation
Damage so severe lungs are filling up...brain is fooled because it happens rapidly!

SARS-CoV-2
!“”)
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Softgels
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\ 2 e
\\ /

Inflammation
O,
NUTRITIONAL

FRONTIERS Homeostasis

Healthy Aging

Detoxing that synthetic Lipid Ozone therapies

Nano Particle Specialized Pro resolving mediators

(SARS-CoV2 virus & COVID Chlorine Dioxide, MMS, CDS
Vaccine)



Glyphosate: Damages Key GOD GIVEN antioxidant Glutathione

Produced by the liver, glutathione is made up of three amino
acids: Lcysteine, glycine, and L-glutamate

glutathione (GSH)

American Chemical Society

o) 0 SH 4 (e] ] .
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glutamate cysteine glycine Endogenous Deficiency of Glutathione as the Most Likely Cause of

Serious Manifestations and Death in COVID-19 Patients
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https://www.verywellhealth.com/the-benefits-of-l-cysteine-89468
https://www.verywellhealth.com/glycine-overview-4583816

ARVs provide therapeutic benefit in some patients with
autoimmune, Neuroimmune Disease and Cancer

Beneficial Effects could be against:

¢ An exogenous Replication Competent Retroviruses
¢ An expressed endogenous virus in an immune compromised individual
¢ A defective virus expressing only viral proteins

¢ Aberrantly expressed cellular RNA including microRNA (regulatory)



XMEN- New Primary Immune Deficiency
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Imbalanced IFN Response to RNA Viruses Drives Development of
Autoimmune, Autoinflammatory Disease & Cancer
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In Brief

In comparison to other respiratory
viruses, SARS-CoV-2 infection drives a
lower antiviral transcriptional response
that is marked by low IFN-I and IFN-III
levels and elevated chemokine
expression, which could explain the pro-
inflammatory disease state associated
with COVID-19.




Cell Host & Microbe

Gut Dysbiosis Promotes M2 Macrophage
Polarization and Allergic Airway
Inflammation via Fungi-Induced PGE;
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and Akira Shibuya'-%3"
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Only certain antibiotic promote fungal overgrowth in the gut, suggesting
Specific commensal bacteria have the ability to prevent colonization of Candida

Treatment: Celebrex
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Common Variable Immune Deficiency (CVID)
IL-21  Infection/inflammation of Gl Tract
« Lymphadenopathy
Ten Spl |
« Splenomegaly
IL-21 « Multi-organ Granuloma accumulation
« |diopathic Thrombocytopenia (ITP)
Antibody ¢ Autoimmune hemolytic Anemia
synthesis

Mutations in at least ten genes Including TNFRSF13B

Key to survival and proliferation of B cells
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TH9 Cells: Regulators Chronic Allergic Inflammation.

IL-4,
TGFf

IL-9

Mucus
production,
Tissue
inflammation

(:o:: SHEI 2016

« mast cell disease

Asthma

* Protection against nematode infections

Genetic Susceptibility?: Erlers Danlos Syndrome (EDS)
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Autoimmune Disease Development & Molecular Mimicry

TGF-B, IL-6, 1

IL-21, IL-23 o Asthma
TA7) « MS
IL-6, IL-8, IL-17A, ° I I
IL-17E, IL-22, IL-26 PSOFlHSlS
Complement mediated Hypersens itivity
Extracellular
pathogens,
Chronic

neutrophilic
inflammation
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TH22 Key to Human Skin Cell Disease

TNF-q, IL-6

IL-22

Tissue
inflammation

(:c:) SHEICON2016

e Atopic Dermatitis

Psoriasis

Melanoma
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NEW Inflammatory Syndrome(s): Age Inappropriate Vaccination

Clin Rheumatol
DOI 10.1007/s10067-015-2969-z

REVIEW ARTICLE

Hypothesis: Human papillomavirus vaccination
syndrome—small fiber neuropathy and dysautonomia
could be its underlying pathogenesis

Manuel Martinez-Lavin'®
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Disruption of the blood-brain barrier triggers a cascade of events that
results in autoimmunity and brain damage characteristic of multiple
sclerosis

«» asingle drop of blood in the brain is sufficient to activate an autoimmune response akin to multiple sclerosis (MS)
7/

» introduction of blood in the healthy brain is sufficient to cause peripheral immune cells to enter the brain
¢ which then go on to cause brain damage.

,/\ Q \

ARTICLE

Received 16 Feb 2015 | Accepted 27 Jul 2015 | Published 10 Sep 2015 DOI: 10.1038/ncomms9164
Blood coagulation protein fibrinogen promotes

autoimmunity and demyelination via chemokine
release and antigen presentation

Jae Kyu Ryu‘, Mark A. Petersen'?, Sara G. Murray], Kim M. Baeten' Anke Mcycr-Frank@, Justin P. Chan',
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So what happens when a healthy brainis injected - with-?
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Microglia Activation in Neurodegeneration

Stimuli
Loss of cell:cell communication,
matrix breakdown, infections,
vascular damage,
others

N
N
others

Homeostasis Fetler, L and S Amigorena,

Phagocytosis of debris, Science 2005, 309:392
neurotrophins Damage

Neurotoxins, phagocytosis of

normal neurons, apoptosis

\

Neurodegenerative
disorders

- Parkinson’s disease
- Alzheimer’s disease
- Multiple sclerosis


http://www.sciencemag.org/cgi/content/full/309/5733/392/F1

