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Randomized Controlled Trial

(RCT)
Recruit volunteers who " Medical HCTE tGSt the

meet eligibility criteria e.I'.I:I Cacy 01: medical
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assignment . FE atu res.

— Control group (placebo or
standard treatment)

— Random assignment

— Neither doctors nor patients
ey know which group is which
(“double blind")
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Hierarchy of Scientific Evidence Not Scientific Evidence

Strongest

Meta-

analyses

& systematic
reviews

Randomized
controlled trials
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Evidence-Based Medicine

Clinical Circumstance Research Evidence

CIinicaExpertise

Patient Preference



How do we actually practice EBM?

5 A’s of EBM

Step 1 : Ask answerable question

Step 2 : Find an Article

Step 3 : Critical Appraisal the evidence
Step 4 : Apply

Step 5 : Assess



RCTs is the answer for all
problems?
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ONE SIZE
DOESN'T FIT ALL

Especially with Disaster Recovery
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A Good
Health

doesn’t come from only one drug
or dietary supplement




Selection criteria Inclusion Criteria

- Not pregnant

>~ - Not children
i Gameie ) el
CRITERIA

- No Heart problems
Unethical

Demographic

age Not feasible - No Liver problems
sex Improve validity
Cliles] gt et gLy - No Kidney problems

diagnostic criteria
disease severity
Temporal

- No Drug allergy
- No Drugs...........




——— Health technology assessment ——

Nature Reviews | Drug Discovery



Open Access Research

BM) Open Lack of an association or an inverse
association between low-density-
lipoprotein cholesterol and mortality
in the elderly: a systematic review

Uffe Ravnskov,' David M Diamond,? Rokura Hama,® Tomohito Hamazaki,*

Bjorn Hammarskjéld,® Niamh Hynes,® Malcolm Kendrick,” Peter H Langsjoen,®

Aseem Malhotra,® Luca Mascitelli,® Kilmer S McCully,"" Yoichi Ogushi,'®

Harumi Okuyama,'® Paul J Rosch,'* Tore Schersten,'® Sherif Sultan,®

Ralf Sundberg'®
Conclusions High LDL-C is inversely associated with mortality in most people over 60 years.
This finding is inconsistent with the cholesterol hypothesis (ie, that cholesterol, particularly LDL-C, is
inherently atherogenic).
Since elderly people with high LDL-C live as long or longer than those with low LDL-C, our analysis provides
reason to question the validity of the cholesterol hypothesis.
Moreover, our study provides the rationale for a re-evaluation of guidelines recommending pharmacological
reduction of LDL-C in the elderly as a component of cardiovascular disease prevention strategies.



Statins & CVD risk: Primary Prevention

When the American College of Cardiology (ACC) and the American Heart
Association (AHA) updated their guidelines for treatment of cholesterol levels in
2013, one recommendation was particularly controversial: use of statins for
primary prevention of cardiovascular disease (CVD) among adults with 10-year
risk of 7.5% or higher. The recommendation raised important questions about
the “right” risk threshold at which to start statin therapy for primary
prevention, particularly because many older adults exceed this threshold on the
basis of age alone. The guidelines have since made their way into clinical
practice, and “7.5%"” has become instantly recognizable to primary care
physicians and cardiologists. In 2018, an update to the guidelines largely
affirmed this approach, although there was also an emphasis on the importance
of patient preference and a suggestion that coronary artery calcium scores and
clinical risk factors could help guide statin initiation decisions for primary
prevention.

Richman, I.B., Ross, J.S. (2018). Weighing the harms and benefits of using statins for primary prevention: raising the risk threshold. Ann Intern Med. Dec 4.
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James T. Willerson and Paul M. Ridker. Inflammation as a Cardiovascular Risk Factor. Circulation. 2004;109:11-2—11-10



Inflammation & CVD Risk

* Inflammation occurs in the vasculature as a response to injury, lipid
peroxidation, and perhaps infection.

* Various risk factors, including hypertension, diabetes, and smoking,
are amplified by the harmful effects of oxidized low-density—
lipoprotein cholesterol, initiating a chronic inflammatory reaction, the
result of which is a vulnerable plaque, prone to rupture and
thrombosis.

* HMG-CoA reductase inhibitors, in the form of statins, have been

shown to provide effective therapy for lowering CRP, in conjunction
with their lipid-lowering effects.

James T. Willerson and Paul M. Ridker. Inflammation as a Cardiovascular Risk Factor. Circulation. 2004;109:11-2—11-10



Effect of Aspirin on Disability-free Survival in
the Healthy Elderly.

* Information on the use of aspirin to increase healthy independent life
span in older persons is limited. Whether 5 years of daily low-dose
aspirin therapy would extend disability-free life in healthy seniors is
unclear.

CONCLUSIONS

 Aspirin use in healthy elderly persons did not prolong disability-free
survival over a period of 5 years but led to a higher rate of major
hemorrhage than placebo.

McNeil, 1., J., Woods, R., L., Nelson, M., R., Reid, C., M. (2018). Effect of Aspirin on Disability-free Survival in the Healthy Elderly.
N Engl ] Med, 379:1499-1508.



Hazard ratio, 1.01 (95% Cl, 0.92-1.11)
P=0.79 Aspir[n,_f'

=,

Placebo

Cumulative Incidence of Primary
Composite End Point (%)

Years since Randomization

No. at Risk

Aspirin 9525 9432 9243 8026 6031 3763 1373
Placebo 9589 9484 9302 8077 6054 3790 1334

McNeil, 1., J., Woods, R., L., Nelson, M., R., Reid, C., M. (2018). Effect of Aspirin on Disability-free Survival in the Healthy Elderly.
N Engl ] Med, 379:1499-1508.
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Amino Acid + Vitamin C 1
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T Cell Death

T Intracellular Calcium - T Oxidative Stress -
De@:pemtive Diseases

(Parri ond Chigrugi, 2013; Embi er of,, 2012}

It is one of a mechanism toxicity || Many degenerative diseases e.g.
of many toxins Parkinson’s disease

(Lietal., 2012) Alzheimer’s disease
Amyotrophic Lateral Sclerosis
(Kawamata and Manfredi, 2010;
Corona et al., 2011)

T Extracellular Calcium Some Cancers

- Excess/Ectopic Related with

Calcification

|e.g.Ar‘teria| Calcification Calcification in some cancer e.g.

Coronary Artery Calcification Prostate Cancer
Breast Cancer




mﬁEﬂOpen-

Driginal investization | Nutrton, Obesity, and Exerclse
Association of High Intakes of Vitamins B, and B,, From Food

and Supplements With Risk of Hip Fracture Among
Postmenopausal Women in the Nurses’ Health Study

Hazkon E Meyes, D, PhD; Walter C Walkstt, M0, OrPH; Teresa T Fung. 500, BO; Kristin Hohdk, PhD; Diane Feskanich, 5c0

* Meyer, H.,E., Willett., W.,C., Fung., T.,T., Holvik., K. Feskanich., D.
VitaminB6. B12 & (2019). Association of High Intakes of Vitamins B6 and B12 From
]

Hip Fracture

Food and Supplements With Risk of Hip Fracture Among

Postmenopausal Women in the Nurses' Health Study.
May 3;2(5).




Tabile 1. Age and Age-Adjusted Chamcteristics of 51 445 Women In the Nursas' Health Study Across Categories of Totad Vitamin B, Intake (Diet and Supplemants)
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Randomized Controlled Trials

Treatment Group Follow-up

set] [F2% | 22t L
iii/ii %3

% i i Contrel Group Follow-up
%5 A &k |
Y MY

Patients Random
assignment

Compare
results

Examples include: (aspirin & streptokinase), (simvastatin & vitamins)

Confounding Adjustment
Propensity Score

Table 2. Age and Age-Adjusted Characteristics of 51 445 Women in the Murses” Health Study Across Categories of Total Vitamin B, intske {Diet and Supplementsh

IN 2002, Comulative Mean
Witamin 8, , Intake. (pgid
variabie I 548 10-199 30-79.9 =30
M. (%) of popuGtion” 4B 1.8 19862 [12.4) 21040 35.7) 6144 (10.0) 8653 (14.1)
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Case-Control Study

Coffee No Coffee
Pancreatic cancer 260 80
No Pancreatic cancer 190 150

Odds ratio = (260 x 150) / (80 x 190) = 2.6

300

179

Smoking
Coffee No Coffee Total
Cancer 250 50
No cancer 149 30
Sum 399 80

479

Odds ratio=1.0
Positive Confounding

Non smoking
Coffee No Coffee Total
Cancer
No cancer
Sum

Odds ratio= 0.98

Measure of association
Crude Odds ratio= 2.6

Adjusted Odds ratio = 1.0

10 30 40
41 120 161
51 150 201



Table 4. Relathe Risk of Hip Fracture According to Comibined Comtathve Mean Total Intakes of Vitamins B, and B Among Women With 2304 Hip Fractures,
the Murses’ Health Study, F9E4-2004

Crude InCicende per AgE and Questionnaine Fusly Adjusted
¥ariable® 10000 Person-Years  Cycle-Adjasted RR (95% O0) RE {95% CIj®

LowE, and low 5 | [Refarence] 1 [Aeference]

MEeditem 8, and iow B, ' 128 1.07 (0.68-1.19) 111 (0.94-1.31)
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Medium B, and high B, , 195 125 (1.06-1.47) 1.31 (L07-1.60)
High B, and high B, , 18.9 1 33 (1.08-1 65) 1.47 (L15-1.89)
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Table 4. Relathe Risk of Hip Fracture According to Combined Comutative Mean Total Intakes of Vitamins B, and B Among Women With 2304 Hip Fractures,
the Murses’ Health Study, F9E4-2004

Crude Ingidene per Age and Questionnaire Fully Adjustec
¥ariabie® Cases 10000 Person-Years  Cycle-Adjusted BR (95% OI) RE (05% C1)®
Low @, and lowd, , 263 B35 | [Refarente] 1 [Reference]
MEeditem 8, and iow B, 564 128 1.07 (0.68-1.19) 111 (0.94-1.31)
High B, and iow @, 23 112 118 {0.77-1.85) 1.27 (0.82-1.98)
L ow ; and medism 3, a2 107 1.24 [0.88-1.74) 1.12 {0 79-1.59)
Medhum Oy and medium 8, B12 165 114 ({0.859-1.32) 118 (0.98-1.42)
High B, and medium B, , 34 174 1.10(0.77-1 58) 1.17 (D.B0-1.72)
Low B, anc high B, 10 156 1.17 (L62-2.37)

Mediem B, and high B, , 419 198 125 (1.06-1.47) 1.31 {1.07-1.60)

HighB,and high B, , 1338 185 133 (1.[&-1.65) 147 (1L 15-1.89)
Anbrenation: BR, relatve risk. 000l CEncar- dabetes: cadowesodar dm:marmt-puﬁa
" kTS for vitSTin 'a'h FeZ2and3s I'Igf-:l ok 0TS Forviamin E-uarE.":'a'ln 0 HE/D Ramons U?Em:ljl and ise of thiszide diunatics. fioseEmice dlurebics. and orai

* adusted for 3ge. questionnaine cycle; Nalgnt; body mass index: pimysical actity: COrUCOSIErTICE.

smoiing status; distany intakes of caicum. vitamin D, retinol. proteln, cafTeine, and

Multivariable RRs were computed from models that adjusted for potential dietary and nondietary confounding
factors. For categorical covariates, missing data were assigned as a separate category. Less than 2% of the

observations had missing data for BMI, physical activity, and smoking, and 5% of the observations had missing
data for postmenopausal hormone therapy.

the other vitamins, vitamin D, and Retinol.
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Implications

The RDAs are established to meet the nutritional requirements of
almost the entire population. Despite that, use of high-dose vitamin
supplementation tar exceeding the RDAs is common, often without any
definite indication and in the absence of clear evidence of benefit.

Our results are in line with several reports suggesting that unexpected
adverse effects can occur with high-dose vitamin supplementation. For
example, high-dose beta-carotene supplementation increased the risk of
lung cancer in smokers, and high-dose vitamin E supplementation may
increase all-cause mortality. Higher risk of fracture was reported in 2 RCTs
after treatment with annual megadoses of vitamin D, and possible adverse
effects of homocysteine-lowering treatment with B vitamins have been
observed, including a potentially increased risk of cancer. Although we
acknowledge the limitations of our cohort design, the findings herein add to
the body of literature that suggests caution should be used in vitamin
supplementation when there is no apparent deficiency.




Biological plausibility

 Vitamin B6 Vitamin B12

* Combination — Hip fracture

* High doses

* High doses Vitamin B12 = Neurological symptoms = Risk of falls
* High doses Vitamin B6 = Estrogen & Steroids Receptors = Bone loss
* Genetic trigger???




Functional Medicine

Musculoskeletal Structural Imbalance

Environmental Inputs: diet, nutrition,
exercise, trauma

Oxidative stress and Energy Production
Intoxication and Detoxification
Gastrointestinal Status Imbalance
Immune & Inflammatory Imbalance

Hormonal and Neurotransmitter
Imbalance

Mind, Spirit, Emotion and Community

FUNCTIONAL MEDICINE = ROOT CAUSE MEDICINE

OPTIMIZE YOUR ROOTS AND 50IL AND SEE YOUR HEALTH TREE THRIVE

i : e Ty = *J!":'I i b I.,r,.

Higastion, Absorption and
Gt Flara bl o

Hormanal lm balanoes
Hutrition/ Minaral Dehosnckss
Mitochand rial Dys function

Deieiihcation Imbalance

Or, Ayesha Peets Talboot

tnflammatory imbalancas

Stmsctural imbalances

Immuna lmbalances

Tenle Chemibcal exposura




"It is much more
important to know
what sort of a patient
has a disease than

what sort of a disease
a patient has.”



Euthyroid Subclinical Overt

state hypothyroidism hypothyroidism
TSH

B il e stk »

Reverts to euthyroid state in up to Progresses to overt hypothyroid-
60% of cases over 5 years, depend- ism in 1%—-5% of cases per year,
ing on serum TSH concentration and ~ depending on serum TSH concentra-
antithyroid antibody status. tion and antithyroid antibody status.

Reprinted from The Lancet; volume 379, Cooper DS, Biondi B. Subclinical thyroid disease,
pages 1142-1154, copyright 2012, with permission from Elsevier.




JAMA | Onginal Investigation

Association of Thyroid Hormone Therapy

With Quality of Life and Thyroid-Related Symptoms
in Patients With Subclinical Hypothyroidism

A Systematic Review and Meta-analysis

Martin Feller, MD, MSC: Marieke Snel. MD, PhDD: Elisavet Moutzour!, MD, PhD; Douglas C. Baver, MD;
Maria de Montmollin, MD; Drahomir Aujesky, MD, MSc; lan Ford, PhD:; Jacobijn Gussekioo, MD, PhD;
Patricia M. Keamney, MD, PhD, MPH; Smon Mooliaart. MD, PhD; Tesry Quinn, MD; David Stott, MD;
Fud westendorp, MD, PhD; Nicolas Rodondl MD, MAS; Olaf M. Dekkers, MD, MA, M5, PhD

Feller, M., Snel, M., Moutzouri, E. (2018) Association of Thyroid Hormone Therapy With Quality of Life and Thyroid-Related Symptoms in Patients With

Subclinical Hypothyroidism A Systematic Review and Meta-analysis. JAMA. 320(13):1349-1359.




Figure 1. Randomized Clinical Trials of Levothyroxine Therapy in Subclinical Hypothyroidism Quality-of-Life and Mood-Related Outcomes

SUUTLE

Ruality of Life/Mood Scale

Mo. of Participants

Levothyroxine

Placebo

Standardized
Mean Difference
(95% CI)

Favors
Placebo

Favors
Levothyroxine

General guality of life
Vonag ot ol 27 3007

Leneral Health Questionnaire at 6 mo

Jorde et al,2® 2006
Reuters et al,31 2012
Stott et al,12 2017
Subtotal

Thyroid-related symptoms

Meleretal 222001

General Health Questionnaire at 12 mo
Short Form 36 at 6 mo
EQ-5D at 12 mo

illewicz score at 12 mo

Razvi et al,32 2007
Reuters et al,31 2012
Stott et al, 122017
Subtotal

S —— T P A

Fatigue and tiredness

ThyD QoL at 3 mo
Zulewski score at 6 mo
ThyPRO hyperthyroid score at 12 mo

=.79

r;vﬁ'l) Vot fr

hyPRO tiredness score at 12 mo

Depressive symptoms

Jorde st al 26 2006

Becl Depression Inventory at 12 mo

Parle et al, 1% 2010
Reuters et al,31 2012
Najafi et al, 24 2015
Subtotal

HADS at 12 mo
Beck Depression Inventory at 6 mo
Beck Depression Inventory at 3 mo

Overall effect: 12=0.0%: P=.84

20

32

14
32
25

-1.00(-1.73 to -0.27)
-0.25(-0.74t0 0.23)
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Figure 2. Randomized Clinical Trials of Levothyroxine Therapy in Subclinical Hypothyroidism Outcomes on Cognitive Function

Standardized
Mean Difference Favors | Favors
Source Cognition Function Scale Levothyroxine  Placebo (95% Cl) Levothyroxine | Placebo

Jorde et al,2® 2006 —Cerpestteroenitiveseoreit 12 mo 35 32 0.32 (-0.17 t0 0.80)
Parle et al,16 2010 MMSE score at 12 mo 52 42 0.01(-0.39t0 0.42)
Aghili et al,25 2012 Wechsler memory score at 3 mo 30 30 0.47 (-0.04 t0 0.98)
Stott et al,}2 2017 Letter-Digit Coding Test score at 18 mo 318 0.04 (-0.12t0 0.19)
Overall effect: 12=14.7%; P=.32 0.09 (-0.05t0 0.22)
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Figure 3. Randomized Chnicad Triaks of Levothyroxine Thermpy In Subdinica]l Hypothyroldism Outcomes on Systolic Blood Pressure
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Pigure 4. Randomized Clinical Trizls of Levothyrooine Therzgy In Subclinical Hypotivsroidism Outcomes on Body Mass Index
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Table. Characteristics of 21 Inchuded Randaom ized Clinical Trials on Thyroid Hormone Therapy for Subdinical Hypathyroidismin Aduts

S Eoselne, nerventon

Funding Definition of Subclinicd  No. of Age, Men Women, Followup
Source Country Source Hypothyro idism Partidpnts  (SD), y Na (%) Intervention Contro | Ouration, mo _ Outome* vs Control
Stott The Nonindustry  Thyrotropin 4.6-19.99 n7 74(63) 366 (%) Levothyoxine Pacdo 1 ThyPRO,*°EQ- 0, ThyPROM yothyroid
etal?? Netherlands, miU/L on2 occasions Letter -Digit Coding om score: 17.5 (SD,
2017 andncerml free thyrcxine Test,  hnd g b 188)vs 169 (S0, 17 9)
United strength, blood
Kingdom, pressure, BMI,
relnd ardivasulr cents,
moctdity, adverse
offect
o China Nonindustry  Thyrotropin 4.2-10.0 %9 55(2.6) 20 () Levothyoxine No 15 Blood pressume, BMI NR
etal't miU/L and normal free intervention
2016 thyroxine on 2 occasions
Najof Itn Nonindustry  Thyrotropin >4.5 miU/L, 60 J4a(10.0) 51 (895) Levothyroxine Placebo k] sore Mean number of
etal?4 normal free thyroxine, hypothyrid symptoms
2015 ndpostiveTPO-A per p atidpant (range,
0-12):48vs5.1
Ersoy Turkey Not dedared  Thyrotropin 5.0-10.0 60 46(13.1) 58 (97) Levothyroxine No 6 Blood press ure, BMI NR
etal ?* mil/L and ncermal fee nterention
00 thyroxine
n or MS5miujL, 60 34(108) 51(85) e Macdo 3 e Lnction Meanrurmber of
. Ry Do b e e
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etal,’* ndneerml free thyraxine form 36,800, change from baseline
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ﬂ&*‘ mw?ﬁh lnt#uln e SNERE A interwenticn
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Parle United Kingdom  Nonindustry  Thyrotropin >5.5 miUAL 94 74(58) 57 (61) Thyroxine Pacdo n HADS,* cognitive NR
etal !¢ ndncermal froe thyroxine In:tlmslﬂﬁ.“
2010 MEAMS,** SCOLR,
nd Tral Making
Test™)
Nagasaki Japan Nonindustry  Increasedthyrotropin 95 65(19.3) 95 (100) Levothyroxine Placebo S Blood press ure, BMI NR
etal** ndnoermal free
2009 tdicdcthyronine free
thyroxine
Toxein  Brail Industry >4 milyL 60 48(10.5) S7(99) Levothyroxine Macdo n M NR
etal® supported adnormal free thyroxine
2008 on 22 oxcasions
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Table Characteristics of 21 Inchuded Random ized Clinical Trials on Thyroid Hormone Therapy for Subdinical Hy pathyroidism in Adu ts (continued)

Definition of Subclinicd  No. of
Hypothyro idism Partidpants

Ffunding
Source

Age, Men

Country (S0). y

Women,
Na (%)

Plarmed
Followup
Contro| Duration, mo  Outcomes*

Nonindustry  Thyrotropin A (2]
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ndncermal free
tdicdcthyronine free
thyroxine

Thyrctrogin >3.6 mUA
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tricdothyronine
Increasedthyrotropin
ndncermal free
triodothyronine/free
thyeoxine

Thyrotropin >3.6 miU/L
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Nonindustry 32(96)

Not dedared 40(7.9)

Not dedared 37(11.0)
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2001 thyroxine
Meler Thyrotrogin >S5 milyL on
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etal®? adnormol free

1984 triodothyronine/free
thyroxine

35(9.1)
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31(48)
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18(90)
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12097

Pacdo 12 i

Levothyroxine 2]

Levothyroxine Blood press ure, BMI

Levothyroxine Blood press ure, BMI

Thyrox ine Ovenall, 33/40 (83%)
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32/40 (80%) reported
woghtgain

Levothyroxine BMI NR
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)

Lavothyroxine Hood pressure, BMI

Levothyroxine Billewic z score™ * Bllewicz score: <25.7
(50,5.2) vs-28.3

(50,14.1)

Mean number of
hypothymoid symptoms
per p atidpant (range,
06):21vs24

Levothyroxine BMI

Abtreviations BDI, Beck Depressn Inventory; BMI, body mass index: EQ 50, Euro Quality of Life S Dimensions
Questiormaine GHQI0, General Health Questionraire (3 Oitemrs k HADS, Hospital Arwdety and Depres sion Saale;

MEAMS Middesox Elderly Assesament of Men bl State: MMSE Mini Mental State Exarmina tion: NR .notreported
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4iwms: ange, 0100 :higher scares ndcate mare hypothyrad symptams ; tirednes sscore: 7items):

TPOAD, thyroid peroxidse an Sbody.

* Only o utcomes relevant to this systematic mview are ksted: ke, 0 utco mes that were inc luded in thestudy
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Thyroid physiology

e > 99% of T4 and T3 is
bound to TBG, TBPA
and albumin

e 80% of T3 comes from
T4

: e 0.3% of T3 and 0.02%
“ of T4 are free

e fT3 : metabolically
active hormone

Hypothalamus

Pitwitary

Thyroid gland

L'9
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WHO Burnout

* Burn-out an "occupational phenomenon": International
Classification of Diseases

e Burn-out is included in the 11th Revision of the International
Classification of Diseases (ICD-11) as an occupational phenomenon. It
is notclassified as a medical condition.

* It is described in the chapter: ‘Factors influencing health status or
contact with health services’ — which includes reasons for which
people contact health services but that are not classed as illnesses or
health conditions



Burn-out is defined in ICD-11 as follows:

“Burn-out is a syndrome conceptualized as resulting from chronic workplace
stress that has not been successfully managed. It is characterized by three
dimensions:

* feelings of energy depletion or exhaustion;

* increased mental distance from one’s job, or feelings of negativism or
cynicism related to one's job; and

* reduced professional efficacy.

Burn-out refers specifically to phenomena in the occupational context and
should not be applied to describe experiences in other areas of life.”

Burn-out was also included in ICD-10, in the same category as in ICD-11, but
the definition is now more detailed.

The World Health Organization is about to embark on the development of
evidence-based guidelines on mental well-being in the workplace.



Adrenal

Fatigue

The 215t Century Stress Sydrome

Adrenal.
Fat lgue ,

The 21st Century 5&&55 S yndrome,
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Adrenal Dysfunction

Adrenal Fatigue Symptoms
Excessive fatigue and exhaustion, chronic fatigue
Non-refreshing sleep

Sleep disturbance, insomnia

Feeling overwhelmed or unable to cope

craving salty and/or sweet foods

Sensitivity to light

Low stamina and slow to recover from exercise
Slow to recover from injury or illness

Difficulty concentrating, brain fog

Poor digestion

Irritable bowel syndrome,

IBS Low immune function

premenstrual syndrome

Menopause symptoms

Low blood pressure

Sensitivity to cold

Steroid Hormone
Synthesis
In Adrenal Cortex

11-Deoxycorticosterone

Cholesterol

l Desmolase

Pregnenolone
‘ 3-B-Hydroxystercid dehydrogenase
Progesterone

‘ 17-a-Hydroxylase

17-a-Hydroxyprogesterone

\ —

;Mm Andros di

11- B -Hydroxylase

Corticosterone

Aldosterone

11-Deoxycortisol L
Testosterone

MIJN! * Peripheral
Y L ADRENAL ‘ Tissues
CORTEX




Hydrocortisone therapy

‘— Due to excess cortisol-like medication (prednisone) or tumor
that produces or results in production of excessive cortisol
[Cases due to a pituitary adenoma = Cushing’s disease]

Enlarged
supraclavicular

fat pads \. b

Moon face

¥ Dark facial hair (women)

Osteoporosis / — Cardiac hypertrophy
| J %)
Hypertension y [ 4
V1Y +—Obesity
.II- \ Illl
Muscle wasting in .___..I', £
the extremities B A
(T Abdominal striae
Poor wound healing—* | o
1% |
b ll“ I|" - Amenorrhea (women)

ADDISON’S DISEASE

Bronze
Pigmentation
of Skin ——Q Hypoglycemia
Changes In —% {. Fostural
Distribution Hypotension
of Body Hair

Gl Disturbances

Weakness

Adrenal Crisis:

Profound Fatigue
Dehydration
Vascular Collapse (BF)
Renal Shut Down
YSerum NA
TSerum K

T8 ©2007 Nursing Education Consultants, nc.




Non-specific/Vague Symptoms

* Fatigue e Multiple Allergy

* Obesity * Allergic skin conditions
* Aging face e Auto-immune disorders
* Insomnia * NCDs

e Stress intolerance * Metabolic X Syndrome
* Poor performance * Cancers

* Depression * Etc.

* Anxiety



Basic knowledge of Health Intervention

* Nutrition * Toxins

* Dietary Supplements  Detoxification

* Sleep * Immune Function
* Stress * Inflammation

* Exercise * Hormone

* Mind-Body-Spirit * Neurotransmitters

e Pollutions: Water, Air, Home, etc. ¢ Stem cells



Evidence-Based Medicine

Clinical Pathophysiology  Clinical Epidemiology

* Anatomy & Histology e Research Methodology
* Physiology & Biochemistry * Clinical Statistics
e Pathology

* Diseases (Diagnosis, Therapy,
Protocol, Pharmacology) ??



“A good physician treats the disease;
the great physician treats the

patient who has the disease.”




Conclusions

* Treatment & Prevention may have the same purpose,
but each one do not have the same concept.

* RCTs may be not all the answer for customized the intervention for
each patient.

* Many papers nowadays is increasing with complicated data.

* |s this the time to learn and understanding the advanced knowledge
of Research Methodology and Clinical Statistics.
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Egg, red meat, and poultry intake and risk of lethal prostate cancer in the
prostate specific antigen-era: incidence and survival

Exin L Richman, "2 Stacey A Kenfield, ' # Meir J Stampfer, %4 Edward | Giovannucci '2# and
June M. Chan*5
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Abstract Go to:

Red and processed meat may increase nisk of advanced prostate cancer. Data on post-diagnostic diet and
prostate cancer are sparse, but post-diagnostic intake of poultry with skin and eggs may increase risk of
disease progression. Therefore, we prospectively examined total. unprocessed. and processed red meat.
poultry, and eggs in relation to risk of lethal prostate cancer (e.g. men without cancer at baseline who
developed distant organ metastases or died from prostate cancer during follow-up) among 27, 607 men
followed from 1994-2008. We also performed a case-only survival analysis to examine post-diagnostic
consumption of these foods and nisk of lethal prostate cancer among the 3,127 men instially diagnosed with
non-metastatic prostate cancer during follow-up. In the incidence analysis, we observed 199 events during
306.715 person-years. Men who consumed 2.5 or more eggs per week had an 81% increased risk of lethal
prostate cancer compared to men who consumed less than 0.5 eggs per week (HR: 1.81; 95% confidence
interval (CI): 1.13, 2.89: p-trend: 0.01). In the case-only survival analysis, we observed 123 events during
19,354 person-years. There were suggestive, but not i 1 positive associations between
post-diagnostic poultry (HR =3.5 vs. <1.3 servings per week: 1.69; 95%CI: 0.96. 2.99; p-irend: 0.07) and
post-diagnostic processed red meat (HR =3 vs. <0).5 servings per week: 1.45; 95%CI: 0.73, 2.87; p-trend:

0.08) and risk of progression of localized prostate cancer to lethal disease Tn conclusion, consumption of

egas may increase risk of developing a lethal-form of prostate cancer among healthy men.

Keywords: Eggs, red meat, poultry, prostate cancer, survival
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