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Coronary Artery Disease
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Atherosclerotic Disease




Atherosclerotic Plaque

®* Carotid Bifurcation * Abdominal Aorta




CXR Coronary Artery Calcificatip

®* Calcified LAD gn
Lateral Chest X
Ray

* Difficult to See
Finding
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Calcification X

Ray Marker for
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CXR Coronary Artery Calcificatip
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CAT Scan

Coronary Artery Calcification
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computerized tomography in persons with chronic spinal cord injury: evidence for

Orakzai, S. H., et al. "Measurement of coronary artery calcification by electron beam
increased atherosclerotic burden." Spinal Cord 45.12 (2007): 775.




Coronal CAg Three Vessel CAD
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* Wheat Based Diet.
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European Society of Cardiology (ESC). "Ancient Egyptian princess now known to
person in human history with diagnosed coronary artery disease." ScienceDaily.
ScienceDalily, 17 May 2011.
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The Big PictureSummary Slide

* 1) Cholesterol Theory Falsified by Modern Imaging Techniqgt
* 2) 16s Ribosome: Atherosclerotic Plaque is Infectee-ino.

* 3) Arterial Damage at Sites of Shear Stress, associated with
underlying Vitamin C Deficiency.

* 4) Leaky Gut and Periodontal Disease Causes Low Level
Endotoxemia Which Seeds Atherosclerotic Plaque.

* 5) Soft Tissue Calcification is Inflammatory Response to Infe
* 6) Calcium Score Predicts Future Risk of CAD EVENT

* 7) Annual Progression of Calcium Score Highly Predictive o
and Failure of Treatment.

* 8) Halting or Slowing Progression of Calcium Score Indicate
Good Prognosis and Response to Treatment.

* 9) Statin drugs Benefits Are DueRl®otrophicEffects, (ant
Inflammatory and antibacterial). Not Cholesterol Lowering.
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Interventions for Calcium Score?

* Testosterone

* VitaminC
* VitaminK2

* Wheat Gluten Free

* Statin Drugs
* Estrogen

* Thyroid

* Tocotrienol ViE (Ramanathan,2018)
* Magnesium

* Leaky Gut Protocol

* Blood Sugar Protocol




Interventions for Calcium Scére
Botanicals

Aged Garlicjom Budoff2015)
Berberine (Zhang,2016)

Chinese Skullcap baicalin (Dinda,2017)
Curcumin(Olszanecki,2005)
Resveratrol/Pterostilbene (Li 2018)

[ F NRA2OI a0dzZtf  NJ 5AaSF &asSoé [/ dzZNNEBYEndt K|
Dindg Biswanath et al. "Therapeutic potentials of baicalin and its aglycone, baicalei
against inflammatory disorders." European Journal of Medicinal Chemistry 131 (2017)
68-80.

OlszaneckiR., et al. "Effect of curcumin on atherosclerosigpnELDLRdouble
knockout mice." Journal of physiology and pharmacoléy4 (2005): 627635.
Hom, Christopher, MatthevBudoff andYantingLuo. "The effects of aged garlic extract
on coronary artery calcification progression and blood pressure.” Journal of the
American College of Cardiology 65.10 Supplement (2015): A1472
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Cholesterol Theory Falsified

* 1) Calcium ScoreNo Correlation between Cholesterol level and

Calcium Score. (Harvey Hecht, 2001)

* 2) Autopsy Studies shoMo CorrelatiorbetweenCholesterol
level andAmountof Atherosclerotic Plague

* 3) 2004 Raggi Study 495 pts on stat#is Heart Attacks Over 6

Years; They had Same Cholesterol and LDL as Heart Attack

Patients.(RaggiPaolo,2004)
* 4) CETP Inhibitor Evacetrapilhowers LDLFalls Clinical Trials

* 5) Elderly Patients w/ FamilidlyperCholesterolemi&Zero CAC
No CAEGIimon Broomé&egistry (Neil Andrew,2008)

* Reverseéepidemiologyor DialysisCHF, RA,COPAand in elderly

HighCholestgerolmproves Survival. (Horwich,2007)
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Cholesterol Theory Falsified

Hecht, Harvey S., et al. "Relation of coronary artery calcium identified by
electron beam tomography to serum lipoprotein levels and implications f
treatment.”" The American journal of cardiology 87.4 (2001)-408.

Raggi Paolo, Tracy Q. Callister, doesleel. Shaw. "Progression of coronan
artery calcium and risk of first myocardial infarction in patients receiving
cholesterollowering therapy." Arteriosclerosis, thrombosis, and vascular
biology 24.7 (2004). 12+2277.

Neil, Andrew, et al. "Reductions in-@&thuse, cancer, and coronary mortality |

statin-treated patients with heterozygous familiaypercholesterolaemiaa
prospective registry study." European heart journal 29.21 (2&)52633

Horwich, Tamara B., and Gregg=Gnarowd G WS OSNE S S LIA F
dialysis patients: chronic heart failure, geriatrics, rheumatoid arthritis, C(
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Cholesterol Theory Falsified

* LDL- Cholesterol Does

Not CauseCoronary
Artery Disease

Ravnskowffe, et al. "LDIC does not cause cardiovascular disease: a comprehepsive
review of the current literature." Expert review of clinical pharmacology 11.10
(2018): 95970.




Cholesterol and CAMlo Correlation

* CAC for 930 Asymptomatic Pts, NOT ON STATINS

* No Significant Differences in the Calcium Scores
throughout the entire range of all lipid parameters.

* Calcium Percentiles Were Virtually Identical within Li
Value Subgroups.

* TC, LDIC, HDIC, TC/HDL, and triglyceride levelsdD

Not Correlatevith either the extent or
prematurity of calcified plague burden.

beam tomography to serum lipoprotein levels and implications for treatment." The

Hecht, Harvey S., et al. "Relation of coronary artery calcium identified by electrgn
American journal of cardiology 87.4 (2001): 432.




Autopsy StudiesNo Correlation Betwee
Cholesterol and Atherosclerosis Sever|ty

» éNO relationshipwas present in any age group. It is
concluded that the incidence and severity of

atherosclerosis in man is not directly correlated witt)
UKS o0f 22 R aSNdzy -(CakdeilofBa U S

» &NO correlationcould be observed between the

serum cholesterol level and the amount and severity c
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Land€& Y 9P YR 2d ad {LISNNED® al dzylyl I
O2y (Syid 27F (KS PatiioR22 @936):30812 ¢ | NODK @
al GKdzZNE YO {dX SG | fd a{ SNHzY OK2f Saf SN
(1961): 847852.




NonStatin Lipid Lowering Drug Fails
Evacetrapib- CETP

* Cholesteryl Ester Transfer Protein Inhibitor

* Multicenter, randomized, doublelind, placebe
controlled phase 3 trial,

* 12,092 patients w/CAD. Over 26 months.
®* Reduced LDL 31%, Increased HDL 131%

* Evacetrapib Did Not Result in a Lower Rate of
Cardiovascular Events than Placebo among Patients
with HighRisk Vascular Disease.

* Statin Benefits are Due teleotrophiceffects, NOT
Cholesterol Lowering.

Lincot ! ® aAOKISts SO Fft®d a9d OSi-Nsk LIA |y
gl a0dzZf I NJ RAaSIaSadé bSg 9yt | yR19¥2 dzNY | f




Falsifying the Cholesterol Theory
Zero CAC Lifelong Cholesterol 58C

®* 72 year old male
with untreated
familial
hypercholesterol
with cholesterol
level 580andLDlL:
C 480 mg/dl.

®* CalciumScore of
Zero

JohnsonKippW., Joel T. Dudley, and JasoiBBbe "A 72YearOld Patient with Longstanding.
Untreated Familial Hypercholesterolemia but no Coronary Artery Calcification: A Case Re
Cureusl0.4 (2018).




AtherosclerotidP’lague
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Plaque

Lanter B. B., and D. G. Davies. "Propionibacterium acnes Recovered from
Atherosclerotic Human Carotid Arteries Undergoes Biofilm Dispersion and Relgases

Lipolytic and Proteolytic Enzymes in Response to Norepinephrine Challenge In|Vitro."
Infection and immunity 83.10 (2015): 393971.




Arterial Calcification Stains Green
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Soft Tissue Calcification

*q + | a CattafichtiNg is a clinical
marker for atherosclerosis and may
represent a special example of the
general phenomenon of soft tissuegq
calcification surrounding chronic
inflammatory focdbe 0! 0 SRA|Y

®* InflammatoryFoci = Infection

YR Oft AYAOIf NIYAFAOIFIGAZ2Yadé | NUSNAPRAO
(2004): 116%1170.
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Atherosclerotic Plague as Pdllicrobial Biofilm
Eubacterial 16S P. acnes 23S
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Lanter B. B., and D. G. Davies. "Propionibacterium acnes Recovered from Atherosclerotic Human Carptid
Arteries Undergoes Biofilm Dispersion and Releases Lipolytic and Proteolytic Enzymes in Response t
Norepinephrine Challenge In Vitro." Infection and immunity 83.10 (2015):-3980Q.
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Plaque Is Infected Biofilm

®* Atherosclerotic Plague Samples
* 16s Ribosome Technigque

* Atherosclerotic Plaque is Infected
Biofilm Colonized by Bacterial, Funga
and Protozoal Organisms.

LanteE . SNY I NR Sid It a. I OGSNAIF LINBaASYyld Ay
R S LJ2 aVBi0F3 (2014): e012044.

Stephen Fry et al. Putative biofthorming organisms in the human vasculature:
expanded case reports and review of the literatufhlebolReview 2014; 22, 1. 237
hddGd {GSLKIFY WX SO ftd a5SUSOUA2Y 2 7F|
2F LI GASYyGa gAGK O2NRYIlINE KSI-9H RA&SIH[E!




LPS From Gut Drives
Atherosclerosis

LPS
Gut hyperpermeabiljty, "-eaky Gut)
tmetabolism - Indepepy,
M Effects?




Atherosclerotic Plague as Pdiicrobial Biofilm

Bacterial component of atheromas

Blood flow
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KozaroyEmil, Teresa Padro, and LBadimon "View of statins as antimicrobials in
cardiovascular risk modification." Cardiovascular research 102.3 (201437362




Atherosclerotic Plaque as
Polymicrobial Infected Biofilm

* 63 Studies and 23 Bacteria iIn Human
Atherosclerotic Plaque Samples.

ChhibberGoel, Jyoti, et al. "Linkages between oral commensal bacteria and
atherosclerotic plagues in coronary artery disease patients." NPJ biofilms and
microbiomes 2.1 (2016): 7.




Atherosclerotic Plague as
Polymicrobial Infected Biofilm

Mawhorter SD, Lauer MA. Is atherosclerosis an infectious disease? Cleve Clin J
2001;68(5):44%8.

KuoCC, Shor A, Campbell LA, et al. Demonstration of Chlamydia pneumoniae in
atherosclerotic lesions of coronary arteries. J Infect Dis. 1993;167(49:841

Fry SEet al Putative biofilmforming organisms in the human vasculature: expande
case reports and review of the literaturéhlebologicaReview 2014, 22(1): 237.

LanterBB,et al. Bacteria present in carotid arterial plaques are found as biofilm
deposits which may contribute to enhanced risk of plaque ruptiviBio. 2014;5(3:

Ott SJet al. Detection of diverse bacterial signatures in atherosclerotic lesions of
patients with coronary heart disease. Circulation. 2006;113(7)329

Ott SJet al. Fungal rDNA signatures in coronary atherosclerotic plaques. Environ
Microbiol. 2007;9(12):30385.

KorenO, at al. Human oral, gut, and plaque microbiota in patients with atheroscler,
Proc NatlAcadSci U S A. 2011;108 Suppl 1:4892

ChakravortySet al.d 5 S (1 lmnklysiS &f 16S ribosomal RNA gene segments for

diagnosiof pathogenic bacteria." Journal of microbiological methods 69.2 (2007);

339.
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Infected Biofilms
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Intestinal Origin of Bacteria in CAL

* Detectionof Intestinal Bacteriaby 16S rRNA

noth the Bloodsample andAtherosclerotic
nlaques. (LI, 2016)

* Intestinal Bacterian Plaguesnay Originate
from Intestine.

Li,Chuanwel S @Zonulifiregulates intestinal permeability and facilitates enterig
0F OGSNAI LISNXYSIGA2Y Ay O2NRYLI NE I NI|SNE




LPS Theory Of CAD

* 4 9 V R 2-tkedtdtl Rgbbits exhibited
significantly Accelerated

Atheroscler03|s compared with Contrc
' YVAYLFfaéeg 6] SKNI S|i

>

Lehr,Hand yi2y > S0 Ff® aLYYdzy2L)l 0K23SyS3Aa
 OOSt SNYUuSa aKSNRraOf SNPaAa Ay NIOORGaA
104.8 (2001): 91-£20.




Cholesterol or Infection?
TB Pericarditis
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Goel Pravin K., antlagarajavioorthy. "Tubercular chronic calcific constrictive pericarditis.'
(2011). Heart Views. 2011 J&far; 12(1): 4Q41.




White Cliffs of Dover
Microbial Calcification
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Calcium Score Highly Predicti
of Future Event

Normal Moderate Severe
Calcification Calcification

| SOKGXZ | I NBSe { o a/ 2NRBYIl NBE I NISNE Of f (
Cardiovascular Imaging 8.5 (2015): H5B%.
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Follow-up
AlMallah, MouazH., et al. "Does coronary CT angiography improve risk stratificg

over coronary calcium scoring in symptomatic patients with suspected coronar
artery disease? " European Heart Journal 15.3 (2013)2787




Calcium Score NOT Perfect

® Calcium Score Best Use: Asymptomatic Pts.

® |If Symptomatic Patient w/ Angina, then
Proceed to CTA or SPECT Perfusion Scan
Regardless of Zero or Low Calcium Score

Samanta, Anweshan, et al. "SUBTOTAL LEFT MAIN DISEASE IN PATIENT WITH ZE
CALCIUM SCORE: IS IT POSSIBLE?." Journal of the American College of Cardiglog)
Supplement (2018): A2197.




Calcium Score CTAngioAdd-On

CAC=0, Normal CCTA

CAC=0, Positive CCTA REaCERLL
Discrimination
CAC>0, Positive CCTA 1.36% of
symptomatic
patients w/
CAC=0 had

Obstructive CA B

|

2
Follow-up (Years)

Al-Mallah, MouazH., et al. "Does coronary CT angiography improve risk stratificatign
over coronary calcium scoring in symptomatic patients with suspected coronary arfery
disease? Results from the prospective multicenter international CONFIRM registr
European Heart Journglardiovascular Imaging 15.3 (2013): -264.




Left Main CAD with Zero CAQ
(+)SPECT Perfusion Scan

® 61 y/o female ER 18-mo. hx of Angina, AODM,
HTN, hypothyroidism. 20-pack year smoker.

® CAC score of ZERO.

® SPECT: Extensive Myocardial Ischemia
Anteriorly, Septally, Laterally and Apically.

® Cardiac Cath: 95% Stenosis of Ostiam Left Main
® Symptom Free 12 months since 2 vessel CABG.

Samanta, Anweshan, et al. "SUBTOTAL LEFT MAIN DISEASE IN PATIENT WITH ZE
CALCIUM SCORE: IS IT POSSIBLE?." Journal of the American College of Cardiglog)
Supplement (2018): A2197.




SPECPerfusion Scan

* Treatment with Thombolytic
Enzymes

* Improvement in Perfusion Scan
in Angina Pt w/Lumbrokinase

* Left: Before Perfusion Deficit
® Right: After. NL. Scan

KasimManoefri€ S0 | f® GLYLINRODS]
in stable angina pectoris by oral lumbrokinase: a pilo
didzRedE ¢KS W2dz2Ny I+t 27F 1ff
Medicine 15.5 (2009): 53944.




CAC Progression Paradigm Shift - 2004

* 495 Asymptomatic Pts - ALL on Statins.

No History of Coronary Artery Disease,
stent or CABG.

42 Ml’s over 6 years.

®* Mean LDL Did Not Differ !!!
® 118 vs. 122 mg/dL, (Ml versus NON-MI)

Raggi, Paolo, Tracy Q. Callister, aslee]. Shaw. "Progression of coronary artery
calcium and risk of first myocardial infarction in patients receiving choledt@saring
therapy."Arteriosclerosis, thrombosis, and vascular bio@gy (2004): 1272277 .




CAC Progression Paradigm Shift - 2004
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Years of Follow-up

Raggi, Paolo, Tracy Q. Callister, aasleel. Shaw. "Progression of coronary artery
calcium and risk of first myocardial infarction in patients receiving choledt@saring
therapy."Arteriosclerosis, thrombosis, and vascular bio@gy (2004): 1272277 .
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Annual Calcium Score >15%

ears ot rollow-up

<15% Change 215% Change p < 0.0001
1.0 - ——— e 1.0 5 mmmmy

0.9 + 0.9 4

0.8 + 0.8 4

0.7 0.7 -

0.6 - 0.6 -

0.5 4 0.5 4

0.4 I | I 0.4 | I ]

0 3 = 5 2 3 4
Years of Follow-up Years of Follow-up

we CAGC 21,000 CAC =401-1,000 === CAC =101 -400 CAC=230-100

CAC progression of <15% per year is associated with a benign prognosis
Harvey S. Hecht JACC: Cardiovascular Imaging Volume 8, Issue 5, May 2015



CAC =0 . 4 609
CAC > 1 to 100 y

CAC > 100 to 400

asymptomatic

Non-Progressors referred by
primary for CAC.

* All cause
mortality data.

PSSR ° Fig 2Budoft
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Statin Drugs

* Beneficiain Malesw/ KnownCAD

* Not Usefulfor PrimaryPrevention Women,
Hemodialysis, COPD, Elderly (reverse epidemiolog[)

* Beneficial in Diabetie20-30% ReductioMortality
* Not Usefulfor Calcium ScoréMay IncreaseCalcificatio

* All Benefits Due t®leotrophicEffectsg Not Due to
Cholesterol Lowering

* Antl-Inflammatory Inhibits Activation of Nuclear
Factor Kappa Beta

* Anti-Bacterial Effects




Statins A Failure for Calcium Scor

*a!'a 2F Hnanmn UKSNEXE KIF R 0[S
studies showing that statin drug treatment does not
reduce coronary calcium score.

* Worse, the statin treatment showed progression of
coronary calcium score indistinguishable from the npn
UNBFUGSR LI | OS02 3INRdAzLIDe

* New Studies : Statins Increase Arterial Calcification

* Depletion of Vitamin K2

Quote Edward A. Gill, MD

Gill EA Jr. Does statin therapy affect the progression of atherosclerosis measurged by
a coronary calcium scor€2urrAtheroscleRep. 2010;12(2):83.




StatinsPleotrophicEffects
ClinicalObservations

* Statins While Undergoing CABG:=AD/% reduction
In Mortality. (Curtis 2017) (Barakat 2016)

* Statins Improve Survival Sepsieand Pneumonia
(Hennessy,2016)

/] dZNI A ax aAOKI StX Si fd G9FFSOUG 2F 5238
N
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| SyySaaes 9YYI>X Si to aLa GKSNB LR2ISyd

f
Antimicrobial agents and chemotherapy 60.9 (2016): 58121.




StatinsPleotrophicEffects
AntrInflammatoryMechanisms

* SuppressekPSSignaling iMonocytes(Patel,2004)
* BlocksLPSreleaseof [L-6 andTNFalpha. Decreases

Nuclearfactor-kappaB- direct antrinflammatoryeffect.

(Devaraj,2006)
* Prevents TNHalphainducedNF~kappaBactivation and

genetranscription in cultured EG—J@IschermannZOOG}

t FGSE X ¢dzZaKFENI wdE | yR { A20KI yinddced Akt 2 ND S
{

phosphorylation in the human monocyte cell line Ti@E W2 dzNy' I £ 2 F
116.1 (2004): 114 20.

5SSOI N2 {NARSOASX 9YAfteée /KFEYySE YR LaKg

FYOAAYFELFLYYFG2NE STFFSOO 2F aAayYgdlhaagl oAy

Journal of Clinical Endocrinology & Metabolism 91.11 (2006):-4486.
Hdlschermann, Hans, et al. "Statins prevent‘BRransactivation independently of the
IKkkpathway in human endothelial cells." Atherosclerosis 185.2 (2006)}2280




StatinsPleotrophicEffects
Ant-Bacterial Drug

B. Cell culture

Control ~ Statin Bacterial toxins , Invasion Lipidraft  Translocation

8 formation 'e

s

/\ - '
Growth 0.2-20 m ¥ Bacterial load
Control Statin J Dissemination

4 Bacterial clearance

Motility \\\%

Control Statin V Intracellular Y

By = - g
' : Cholesterol
Early/established

biofilms




Diabetics Accelerated CAD




HyperGlycemi®rives
Intestinal Barrier Dysfunction
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HgbAlc and Ml

0 Fatal and nonfatal myocardial infarction Microvascular end points

10
P < 0.0001 P < 0.0001

¢

1 »
14% decrease per 1% | 37% decrease per 1%
reduction in HbA . reduction in HbA,

7 8 9 \ / 8 9 10

Mean HbA,. concentration (%) Mean HbA,. concentration (%)

* Feinman Richard D., et al. "Dietary carbohydrate restriction as the first apprp
In diabetes management: critical review and evidence base." Nutrition 31.1
(2015): 113.




Diabetics Have Leaky Gut and L
Level Endotoxemia

* Patients with elevated fasting blood sugar had
significantly higher levels of LESnulinandoxLDL
compared to control subjects.

* Diabetics had significantly higher serum LPS, and high

Inflammatory cytokines b and TNHlpha.

* [ I NY Sl t S -gmadeend&taxemiaf gdt paexnjedbdity and platelet

* AravindhanVivekanandhae Sd 't ® &a/ KNRBY A O S)/RJZ

FQGAGlI GA2Y AY LI GASYyda 6AGK AYLI A
Cardiovascular Diseases 27.10 (2017)-8%%

RAIF6oSGSa Aa aSSy YdzOK 06ST2NB (MoSone
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10.9 (2015): e0137618.




Diabeticsc Benefits of Statins

* Diabetics Have Acceleratétbronary Artery Disease
* Elevated Glucose Inducksaky Gut
* Statins Reduce Mortality by Z8D% In early Diabetic

* Statins Ineffective for End Stage Diabetics on
Hemodialysis.

* Statin Benefits NOT DUE to Cholesterol Lowering

* All of StatinBenefits Due td°leotrophicEffects
(anti-inflammatory, antibacterial)

Raggi et al. (22) Prognostic value of coronary artery calcium screening in subjects with
without diabetes. Journal of the American College of Cardiology 2004;43(916663




Calcium Score Iin Diabetics

No Diabetes (n=9,474)

0-10 (n=5,600)

11-100 (n=1,854)
101-400 (n=1,251)

401-1000 (n=508)

oo

>1000 (n=261)
Non-Diabetics

o 1 2

(o))

N

w9
2
2.8
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2.8
£84
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.8
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Follow- up (Years)

Diabetes (n=903)

0-10 (n=351)

11-100 (n=189)

101-400 (n=182)

401-1000 (n=110)

Dia bGtK:S 1000 (n=71)
o 1 2 3 4 5

Follow- up (Years)

Raggi et al. (22) Prognostic value of coronary artery calcium screening in subjects with|a
without diabetes. Journal of the American College of Cardiology 2004;43(916663




Progression of Calcium Score in Diabelic
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296 asymptomatic DM, 300 controls, 59+/-6years, 29%women
Scan interval 1-2 yrs; f/u 5 6+/-11 mos

-7 No DM & Non CAC Progressor
DM & Non CAC Progressor

-n No DM & CAC Progressor

-+ DM & CAC Progressor

0 2 4 6
Follow Up (Years)

Event-free survivals with and without DM and with and
without CAC progression

Kiramijyan Sarkis,
Sua fo al
coronary artery
calcium progression
and statin therapy
on clinical outcom
In subjects with and
without diabetes
YSt f AmJGzt
cardiology (2013):
356-361.
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Estrogen Prevents Coronary
Artery Disease —Calcium Score




Estrogen Prevents
Heart Disease

A Martha is Asymptomatic 56 year old Nurse
CAC = 101 (94Percentile)

A Rx: Bioidentical Hormone Program
A Rx: Aged Garli¥/it C, TocoVit E,Vit K2 (MKT),
Gluten Free Diet

A One Year Later CAC =109, 9% annual incres

A (22% increase expectesldoff2005 Manson 2007

Budoff Matthew J., et al. "Effects of hormone replacement on progression of corc
calcium as measured by electron beam tomograpdgtirnal of women's healtt¥.5
(2005): 41€417. (177 women 9% E2 vs 22% control Annual Progression)

nan



Estrogen Slows Calcium Progressi

* 7.4 Year Follow Up of WHI
* ( 50-60yrs) PremarirAlone

© 32% Less Calcium In the
Estrogen Treated Arm of the
22YSyQa | SFHf 0K

Manson, JOANnn E., et al. "Estrogen therapy and coreadeyy calcification." New
England Journal of Medicine 356.25 (2007): 236Q2.




Estrogen Prevents Heart Disease

* 11 Year Follow Up of WHI
*q ., 2dzy ASNE | I-60y@NR dzLJ 6 IS

* HRT with PremartAlone

* 41% Reduction in Coronary Artery Disease.

* 46% Reduction in Myocardial Infarctions.

* 27 % Reduction in All Cause Mortality. <

* 20-30% Reduction In Invasive Breast Cancer.

JAMA. 2011;305(13):13aB314. Health Outcomes After Stopping Conjugated Eqpine
Estrogens Among Postmenopausal Women With Prior HysterectdiRgndomized
Controlled TriatAndrea Z. LaCroix, PhDRowan TChlebowskiMD, PhD; JoAnn H.
Manson, MDDrPH for the WHI Investigators




What Works for Calcium Score ?

* Estrogen HRT

* Aged Garlic

* Vit C, Lysine (Linus Pauling)

* TocotrienolVit E

* MK7- VitK2

* Gluten Free Diet

* ? MTHFR Methyl-folate

* ? Homocysteing B6,B12Methylfolate

Budoff al 6GKSgd ! 3SR IFNIAO SEGNI OG NBGI !
The Journal of nutrition 136.3 (2006): 741&1S
GonenAyeleE SO Ff® a¢KS | YyOiAlIGKSNRISYAO SFT
Pathobiology 72.6 (2005). 32334.




Testosterone for Males




Testosterone Improves Survival in AODNV

JIM, 46 y/o Stockbroker with Chronic Fatigue, AODM
Testosterone 290

-BS =120 HgbAlc =6.2
_H,FSH Low Normal

RX: Testosteron€yplinjections 100 mg weekly,
Metformin, Gluten Free Low Carb Diet.

One Year Later: More Energy, Lost 20 LBS Weight,.
Testosterone = 650
FBS =98

HgbAlc =5.8

MuraleedharanVakkat et al. "Testosterone deficiency is associated with increased risk
mortality and testosterone replacement improves survival in men with type 2 diabetes
European Journal of Endocrinology 169.6 (2013):72%




Testosterone Improves Survival in AODN

* U of Sheffield

* 581 males
AODM
A 6 year F/U
Normal TT
S 340-309* * Red Line
F Low T
£ St " Untreated
° ’ * Green Line
. Low T
o 000s1 9:.2% Mortality JERIGCEE:
HR 2.3 (1.3-3.9) . GreyHigh T
Untreated

20 40 60
Months of survival

MuraleedharanVakkat et al. "Testosterone deficiency is associated with increased risk
mortality and testosterone replacement improves survival in men with type 2 diabetes."
European Journal of Endocrinology 169.6 (2013):72%



Testosterone for Males w/ CV[

ATestosterone RX for 77 males w/ CVD Over 8 Y
Almproved Glycemic Control, FBS, HgbAlc
ADecrease Weight

ADecrease in Waist Circumference
ADecrease in BMI.

Almproved BP

ANo Calcium Score Data ? Would be Nice.

| FARSNE ! KYIRE S It aaSy ¢AG0K (GSadz2ai!
diseases benefit from lontgrm testosterone therapy: observational, rdde data from a
NEIAAUNE adddzRedé =+l 430dzf F NJ KSFT UK YR NKN2




Testosterone Reduces HgbA1C

P<0.0001 vs baseline; #°<0.0001 vs previous year
Hgb-A1C
# *

T P=0.0025 .

| pP=00038 -

T  P=0.0072
T P-0044s

T P=0.0321
1 P=0.0212

Baseline Year 1 Year 2 Year 3 Year 4 Year 5 Year6 Year7 Year 8

| F ARSNE ! KYIFIRX S0 lfto® aaSy gA0K (0Sadz
diseases benefit from lonrm testosterone therapy: observational, redk data from a
NEIAAGNE &dGdzZRédé =+ a0Odzf I NI KSFf 0K




Testosterone for Males w/ CVD

U0 { dzF¥FS
Odzf I NJ 9 ¢
R L YLINRC
Adal @ 0S 9FFSOUAODS

Prevention CV Events in Hypogonada|
aSy GAUOUK [/ £5d¢

| FARSNE ! KYIRE S It aaSy ¢AG0K (GSadz2ai!
diseases benefit from lontgrm testosterone therapy: observational, rdde data from a
NEIAAUNE adddzRedé =+l 430dzf F NJ KSFT UK YR NKN2




Final Word from the Mayo Clinic

A ¢cSai2ai0SNRPYS  S@ST
prevent) CAD and CVD events, or
testosterone levels may simply be a

MARKERf overall quality of health and

have no direct effect on CAD and CVD eveg
O | f f &rdhdrewHEkRziMa$o Clidic 2018

AlLeaky Gut Row FSH, Low LH
ALow Level Endotoxemia LPS Causes CAD)

Elagizi Andrew, Tobias S. Kéhler, and Cadrhdieb ¢ ¢Sa 240 SNRY S | Yy R
Mayo Clinic Proceedings. Vol. 93. No. 1. Elsevier, 2018.




Thyroid and the Heart




HUNT Study

* TSH in 17,000 women, no thyroid or heart disease.
*1 ff LI GASYOa KIR ayz2NXYI
* Lower TSH, Intermediate and Upper TSH levels

* Mortality from heart disease over an 8 years.

s TSH Death from Heart Disease
* Group 10.501.4 Dbaseline risk

* Group 2 1.524 40% higher than baseline
* Group 3 2.53.5 /0% higher than baseline

AsvoldBjgrnh @ S |t ® a¢KeNRGINRLIAY SOSt &
0KS | !b¢ aiddzRedeé | NOKAGSa 2-80.AY 0SSNy

f




SubClinical Hypothyroidism

* Elevated Serum TSH- mlIU/L

* Normal Thyroild Hormone Levels
(Free T3, Free T4)

Razvi, Salman, et al. 2012.Arch Int Med) Levothyroxine treatment of subclinica
hypothyroidism, fatal and nonfatal cardiovascular events, and mortality




SubClinical Hypothyroidism

* 3040 pts, 4070 yrs. Randomized to
Levo/5 or Placebo, Followedy8s.

®* LevoTreated: Fewer Ischemic Heart
Disease Events, Reduced@duse
Mortality

Razvi Salman, et al. 2012.Arch Int Med) Levothyroxine treatment of subclinical
hypothyroidism, fatal and nonfatal cardiovascular events, and mortality




SubClinicaHypothyroidism
Levolmproves Survival

p=0.002

L thyroxme treatment
-thyroxine treatment

Levo75"

Follow-up in months

Razvi Salman, et al. 2012.Arch Int Med) Levothyroxine treatment of subclinical
hypothyroidism, fatal and nonfatal cardiovascular events, and mortality




Thyroid Enhances Immune Systelr

®* Mouse Modelof Endotoxemia
IP INJ LPS.

®* 70% survival 1M 3-Treated
Mice.

1 * 10% Survival iIn Hypothyroid
Mice.

: JE T3 Significantly Protected
£ Mice Against LPS
Endotoxemia.

* Perrotte> / NARAOGAlFYyl X S Ftd a¢KS UKeNBAR|K
YFEGdzNF GA2Y YR TdzyOlAzyay LINRGSOGADS
of pathology 184.1 (2014): 2317




Hypothyroidism and CAC

* LowFT3Levelis Important Risk Factar
of High Calcification Scorasad MACE
oal 22Nl ! RAOSNARS /]|l

ZhulLiiez SO Ffd awStlFaA2yaKALl 2F &SNHzY FIN
YFE22N) F ROSNBES OF NRAIFI O S@Syida Ay LI GASY
Zhonghuain xueguanbingzazhi42.12 (2014): 10171021.
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Kvetng WX S Ffd a{ dzoOf Ay A Ol f -gr&de infariinkaioN,E
increased triglyceride levels and predicts cardiovascular disease in males below 5
eSIFNaEde /TAYAOFItT SYRZONAY 2t 23e cmM®PH |
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Linus Pauling Protocol

High Dose Vitamin C Slows Progression of

* 55 patientstreated with HighDoseVitaminC, (and

other nutrients)
* Subseif 21 patientswith CAG1@0
* SerialEBT(ElectronBeamCATCalcium Score

* Treated Patients had significant slowing of progres

of CAC
* Untreated pts34%annual progression

* Treated ptb%0annualprogression Fig 3b.
Niedzwiecki1996)

C.

SIC

NiedzwieckiAleksandra, and MatthidRath® & b dzil NRA G A 2 y I §

progression of early coronary atherosclerosis documented by ultrafast computed
G2Y23INI LIKE&dDE W2dzNY I £ 2 Fc78. LILI ASR bdzi N

a dzLJ

| i




Aged Garlic for Calcium Score

. Reduce?rogressiot
of Calcium Score b
60-70% compared to
controls.

BudoffM. Aged garlic extract retards progression of coronary artery calcification. J
Nutr. 2006;136(3 Suppl):74134S.
BudoffMJ, Ahmadi N, Gul KM, et al. Aged garlic extract supplemented with B vitamin:
folic acid and {arginine retards the progression of subclinical atherosclerosis: a
randomized clinical triaPrevMed. 2009;49(23):1017.

Zebl, Ahmadi N, Nasir K, et al. Aged garlic extract and coenzyme Q10 have favorable
effect on inflammatory markers and coronary atherosclerosis progression: A
randomized clinical trial. J Cardiovasc Dis Res. 2012;3(30L85




AgedGarlic
Mechanism for Prevention
In ApcE Mouse

* DailyGarlic (Allicin) Reduced Plaque
Area 70% iM\poEDeficientMice, and
60% In LDL receptor knockout mice

®* Garlic (Allicin) NO Effect orbipid
Levels.

GonenA, HaratsD, Rabinko\A, et al. The antiatherogenic effect of allicin: possible
mode of action. Pathobiology. 2005;72(6):32%. AyeletGonen AvivShaishandDror
Harats Institute of Lipid and Atherosclerosis.




Allicin Reduces Plague
In Apo-EMice

- - .
" . ,
:




Pseudomonahbfected Biofilm

.

Pseudomonag 6 of
15 atherosclerotic

p|aqueS(.BernardLanter
2014

Pseudomonas
(Chryseomongsin all
(100%) plaque
SpeCimen$OmryKoren
2011)

.

LanterBB, Sauer K, Davies DG. Bacteria present in carotid arterial plaques are found as
biofilm deposits which may contribute to enhanced risk of plague ruptuitgio.
2014;5(3):e012044.

KorenO, SporA, Felind, et al. Human oral, gut, and plaque microbiota in patients with
atherosclerosis. Proc NatlcadSci U S A. 2011;108 Suppl 1:4892




Garlic Allicin) Effective For
Pseudomonas Biofilm

PCSYETT® [+ Garlic is AntMicrobiall.
| & » |* Garlic Effective Against
Pseudomonas Biofilm.

* |nhibits Quorum Sensing
and Virulence(667)

BjarnsholtT, Givskow. The role of quorum sensing in the pathogenicity of the cunning
aggressor Pseudomonas aeruginosa. AmahnalChem. 2007;387(2):4684.
HarjaiK, Kumar R, Singh S. Garlic blocks quorum sensing and attenuates the virulenc
Pseudomonas aeruginosa. FEMS Immunol Med Microbiol. 2010;58(3).161
LihuaL, JianhuitW, JialiniY,YayinL,GuanxinL. Effects of allicin on the formation of
Pseudomonas aeruginos@finm and the production of quorursensing controlled
virulence factors. Pol J Microbiol. 2013;62(3) 243




Leaky Gut, Gluten Sensitivity,
Early Autelmmune Disease

* Lab PatternLow B12, Low Fe, Low Se, Low
Triglycerides, Hair Loss, Muscle Cramping.

* Elevated AntGliadin Antibodies (blood or stoo

* Chronic Low Grade Endotoxenqgi&oronary
Artery Calcium Score

®* Food Sensitivity Testing
* Gluten Free DietWheat, Dairy, Egg, Soy etc.
* Hypochlorhydria’z,Betaine HCL




