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Agenda

Traditional category of Men’s Health

The new paradigm of Men’s Health — Lifespan and Healthspan

Men's Health - Lifespan

« Cardiovascular disease

« Neurocognitive disorders
« Urological health

Men's Health - Healthspan

« Hormonal health
Metabolic disease

«  Mental/Emotional health
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“Traditional” Men’s Health

Men’'s Health issues/conditions
. Prostate cancer

. BPH/Enlarged prostate

. Sexual dysfunction

. Fertility

. Other urologic issues
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“Traditional” Men’s Health

Prostate cancer

. PSAv, PSAC

. MPMRI

. 4Kscore

. Bx + Genetic testing
. Physical exam (DRE)
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Figure. Trends in prostate cancer death rates by race in the United States in 1975-2015 (NCHS).
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“Traditional” Men’s Health

BPH/Enlarged prostate prevention
. Ultrasound/MR]

. Urodynamic studies

. Physical exam + intake
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“Traditional” Men’s Health

Sexual dysfunction

. SHIM questionnaire

. Hormone + biomarker testing
. Physical exam + intake
maging

(¢) dutchtest

Slide 7

All rights reserve d ©2022 Precision Analytical Inc.



Anti-Lifespan Diseases

Cardiovascular disease + stroke

Cancer
Prostate cancer - #2 cancer death

Alzheimer's/Neurocognitive disease
Diabetes

(¢) dutchtest

Slide 8

All rights reserve d ©2022 Precision Analytical Inc.



Figure. Percent distribution of the 10 leading causes of death in males: United States, 2019
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National Vital Statistics Reports - Volume 70, Number 8. Deaths: Final Data for 2019
by Jiaguan Xu, M.D., Sherry L. Murphy, BS., Kenneth D. Kochanek, M.A, and Elizabeth Arias, Ph.D., Division of Vital Statistics - July 26, 2021



Figure. Crude and age-adjusted death rates: United States, 1960-2019
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NOTE: Crude death rates are on an annual basis per 100,000 population; age-adjusted rates are per 100,000 U.S. standard population; see Technical Notes in this report.
SOURCE: National Center for Health Statistics, National Vital Statistics System, Mortality.
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Custom Chart for Men, All Races, Ages 30-75 Years
The numbers in each age column tell you the percent of men who will die eventually from...

Cause of Death
All Causes*
Vascular Disease
Coronary Heart Disease
Cancer
Lung and Bronchus
Prostate
Colon and Rectum
Lung Disease
Infection
Accidents and Injury
Blood Diseases
Urinary Tract Disease

Gastrointestinal Disease

Diabetes ?
Neurological Disease

Alzheimers Disease

Malnutrition and Vitamin Deficiencies

Source: US Mortality Files, National Center for Health Statistics, Centers for Disease Control and Prevention.
All rIignts reserveda ©zZuzZ rrecision Anailyucal Inc.
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New Paradigm of Men’s Health




New Paradigm of Men'’s Health
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New Paradigm of Men’s Health
CVD

» Advanced lipid testing o [ DL-P vanur+Particle size

« Apolipoprotein B
« Lipoprotein(a)

e Function of TG, LPL and
clearance

 HDL-P + particle size

) g{mhfgg and reabsorption * Reverse cholesterol transport
Srols L
* Oxidized-LDL
* Desmosterol
e [athosterol * APOA-I
* Sitosterol « Oxidized-PL ApoB
o Campesterol
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New Paradigm of Men’s Health
CVD

Cardiovascular disease and stroke

* ADOB containing particles are necessary but not sufficient in
the pathogenesis of atherosclerosis
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CT Coronary Calcium Score

« Utilization in risk assessment with and without lipoproteins

Total Study Population
n=66,636
O RF (17%) 1RF (36%) 2RF (32%) 23 RF (15%)
n=11,428 n=23726 n=21276 n=10,206
Prevalence of o
CAC 2400 e
All-cause
mortality rate 1130

21%

15% 64%

B Non-CVD Mortality m Non-CHD, CVD Mortality B CHD Mortality

Grandhi, G.R. et al. J Am Coll Cardiol Img. 2020;13(5):1175-86.

Grandhi GR, Mirbolouk M, Dardari ZA, et al. Interplay of Coronary du-tch*es{

Artery Calcium and Risk Factors for Predicting CVD/CHD Mortality: All right 4 ©2022 Precision Analvtical | BY PRECISION ANALYTICAL INC

The CAC Consortium. JACC Cardiovasc Imaging. 2020;13(5):1175-1186. rights reserve recision Analytical Inc. e 1
ide

doi-10.1016/jjcmg 2019.08.024



CT Coronary Calcium Score

o Utilization in risk assessment with and without lipoproteins

CENTRAL ILLUSTRATION: Mortality Rate (per 1,000 Person-Years) of
Participants With CAC

Total Study Population
n = 66,636
O RF (17%) 1RF (36%) 2 RF (32%) 23 RF (15%)
n=11,428 n = 23,726 n = 21,276 n=10,206

Grandhi GR, Mirbolouk M, Dardari ZA, et al. Interplay of Coronary Artery g
Calcium and Risk Factors for Predicting CVD/CHD Mortality: The CAC dU*Ch‘tES't

Consortium. JACC Cardiovasc Imaging. 2020:13(5):1175-1186. All rights reserved ©2022 Precision Analytical Inc.
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Nutraceuticals

Red yeast rice
 [ovastatin

Berpberine
e | DL-R and PCSKQi

Bergamot
« Synergistic with statins

Omega-3 Fatty Acids (EPA/DHA)
e REDUCE IT trial
 Resolvins and Protectins

Niacin
* Lp(a) reduction
« [ DL-R and PCSK9i

Soluble and Insoluble fiber
« Absorption and reabsorption
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Nutrition

Dietary interventions
« Driven my basic and advanced lipid testing
e Saturated fat intake
* Mechanism of action — LDL-receptors
* Monounsaturated fat intake
« Omega-3 fatty acids

Time restriction and Fasting
Caloric restriction

INnsulin resistance
e Targeting triglycerides
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New Paradigm of Men’s Health




 J
Exposure to Cancer initiation Invasion Metastasis @
carcinogen and progression @ @

lalolololololols

Primary Prevent} Secondary Prevention > Tertiary Prevention

: .. NSAIDs
Phy srcs;ea:ctmty Colonoscopy Adjuvant intervention
: Mammography Targeted therapies
To::ﬁ;::rzzﬁs::;on Pap smear/cytology Palliative care
Endoscopy

Loomans -Kropp HA, Umar A. Cancer prevention and screening: the next step in the era of precision medicine. NPJ Precis Oncol. 2019;3:3. Published 2019 Jan 28. doi10.1038/s41698-018-0075-9



Screening — The Unsung Hero

* 90% of the nation's S4.1 trillion in annual health care
expenditures are for people with chronic and mental health
conditions

« Heart disease and stroke: ~ $216 billion per year
« Cancer: ~ $240 billion by 2030

» Diabetes ~ $327 billion in 2017

« Obesity ~ $173 billion per year

« Alzheimer’s ~ $305 billion in 2020

o Arthritis ~ 303.5 billion in 2013
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Screening — The Unsung Hero

* Primary prevention
 Direct avoidance or reduction in exposure to known carcinogenic
factors
« Secondary prevention
« Early detection, treatment, or removal of precancerous lesions

e [ertiary prevention

* Initiated after a diagnosis of cancer to improve quality of life and
Survivorship

2010-The five most costly and preventable chronic conditions
cost the U.S. nearly $347 billion—30% of total health spending
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Various cancers that have been linked to obesity. In the USA overweight and obesity
could account for 14% of all deaths from cancer in men and 20% of those in women
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‘ Uterme cancer  Liver cancer ) W. C. Willett. Diet and cancer. Oncologist. 5:393-404 (2000) doi:10.1634/theoncologist 5-5-393.

(]Endometrial cancer ’

Various cancers that have been linked to environmental carcinogens. The @
carcinogens linked to each cancer is shown inside bracket.
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Alzneimer’'s Disease

Figure. Women with AD live longer, and men with AD progress to death faster.
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Dubal DB. Sex difference in Alzheimer's disease: An updated, balanced j du*chtes*
and emerging perspective on differing vulnerabilities. Handb Clin Neurol. All rights reserved ©2022 Precision Analytical Inc. u BY PRECISION AMALYTICAL INC
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Alzheimer’s Disease/Cognitive Decline

e V-fold increased risk in women versus men
* Men have a shorter life span after diagnosis
e \/ascular dementia is more common in men

s Lewy body dementia & Parkinson’s are more common in men
e Severity and rate of decline increased in men
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Alzheimer’s Disease/Cognitive Decline

The solution includes (but not limited to)
e Prevention — Cardio/Neuro/Metabolic-focused

« Screening - Family history, biomarkers, genomics (ApoE4,
TOMM40, KLOTHO)
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Alzheimer’s Disease/Cognitive Decline

INterventions
* Supplementation — Homocysteine, lipids, inflammation

« Stress — Cortisol management and assessment — DUTCH
» Socialization and Community

e £xercise - BDONF

e Nutrition — Glycemic control

« Sleep - OSA (PSQI, Epworth, STOP-bang)
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AD and Cortisol

Hypercortisolemia = Hippocampal atrophy
Glucocorticoids stimulate receptors leading to lower BDNF
Inflammatory cytokines (IL-1-Beta and IL-6) stimulate HPA axis

.. AD and hypercortisolemia is a multi-faceted disease
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Cortisol Hippocampus Hippocampus

Ouanes S, Popp J. High Cortisol and the Risk of Dementia and Alzheimer's S!H*Ebtgsl:lt
Disease: A Review of the Literature. Front Aging Neurosci. 2019;11:43. All rights reserved ©2022 Precision Analytical Inc.
Published 2019 Mar 1. doi:10.3389/fnagi.2019.00043 Slide 32



Supplements Stress Social Exercise || Diet | Sleep || HRT NSAIDS
(Vitamin D, B6, B12, methyl-folate, DHA/EPA, management || engagement, (T.E)
a-lipaic acid, curcumin, Li, melatonin) sense of purpose

Cell stress
»  |nflammation N ) ntioxidant || ACH Metabolic health Glucose transport || Growth Factors
=  ROS (TBARS, IL6. IL-1B, . ] induction » PDH + GLUTY « VEGF
Amyloidegenesis . :
NFIB) s + Glutathione +  Glycemiccontrol || + Cerebralblood ||+ BDNF
*  Hypercortisolemia + APP . 30D : g
: : . *  Insulin sensitivity flow + GDNF
Excitatory Ca signaling || «  APP proteases || « vitamin. E
= Homocysteine (B-secretase, © IGH
=  Redox aclive melals IDE, BACE,
= AGEs MMP, caspasess
= —_ = = l l l = =
Central Central
hypoinsulinemia hypometabolism |
w5 i
e Amyloid
Amyloid Beta
L clearance
neuranal
transmission
- - L “
apoplosis Neurogenesis
Schelke MW, Attia P, Palenchar DJ, et al. Mechanisms of Risk Reduction in dUtCh*es*
the Clinical Practice of Alzheimer's Disease Prevention. Front Aging Neurosci. Al rights reserved ©2022 Precision Analytical Inc. ErIRPRITAL AHARLRIEALIRG

2018;10:96. Published 2018 Apr 10. doi:10.3389/fnagi.2018.00096 Slide 33
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Metabolic Syndrome/Insulin Resistance

The underlying cause of many chronic diseases
« Cardiovascular disease

« Endothelial dysfunction

« Cognitive decline

« Cancer risk

e Sarcopenia

« Chronic renal disease

« Diabetes

LAl of the above are necessary to prevent for lifespan and healthspan
@ dutchtest
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Figure: Mechanisms implicated in the development of diabetic cardiomyopathy.
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Metabolic hypotheses of LOAD

Obesity
= Peripheral insulin resistance
T2DM
HIGH FAT DIET l

P

[ CENTRALINSULIN RESISTANCE ]

Cognitive / / l’ \

Decli — Neuroinflammation  |Mijtochondrial AB plaque Alterationsin the
€cling dysfunction formation insulin signaling
pathway
* Ap
Activated gha L _"* Oxidative stress 1
Pro-inflammagory @ i
3 ) o~ RS Formation of
cytokines T
L Ao neurofibrillary
Brain insulin resistance P s B S . tangles
B-amyloidincreased levels endoplasmic reticulum
Folch J, Olloquequi J, Ettcheto M, et al. The Involvement of Peripheral du*ch*esf
and Brain Insulin Resistance in Late Onset Alzheimer's Dementia. Front All rights reserved ©2022 Precision Analytical Inc BY PRECISIGN AHALYTICAL INC
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Nsulin Resistance

Assessment

» Fasting glucose: <100 mg/dL

« Fasting insulin: <8 MIU/L

e HODAICY%

« CGM: Postprandial glucose in real time
* Oral glucose/insulin tolerance test
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Metabolic Syndrome/Insulin Resistance

INnterventions

e Nutrition is the #1 tool

e Exercise is a close runner
up

e Together they outcompete
any drug or supplement.




Wrap up

* Men's Health extends beyond urology and endocrinology
* The leading causes of death in men are chronic diseases
* Risk assessment and prevention > reactive medicine
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New Providers Receive 50% Off
Up To 5 Testing Kits

Additional Benefits Include: Dedicated Onboarding Concierge to
e Easy At-Home Collection Help Providers Get Started

* Comprehensive Reporting Results Free Clinical Consults

* Drop-Ship to Your Patient’s Doorstep Video Tutorials

* Quick Turn-Around Time on Lab Results Validated Peer-Reviewed Research

Click the link below to get started today!
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