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Demystifying LPS                                      

A Primary Mechanism Inhibiting Longevity
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ñThis book is dedicated to those who are not afraid to 

enjoy the stress of a full life, nor so naïve as to think that 

they can do so without intellectual effort.ò  1956
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ñThis presentation is dedicated to those who are not afraid 

to enjoy the stress of a full life, nor so naïve as to think 

that they can do so without intellectual effort.ò  1956
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A Gift For You
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All 60 studies (the full studies) are available 

to you free at www.theDr.com/LPS                
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Premise #1

ñMedical science has made such tremendous progress 

that there is hardly a healthy human left.ò

Aldous Huxley
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Regenerative Medicine (2021)6:57 

Life expectancy has increased by three decades since the mid-

twentieth century. Parallel healthspan expansion has however 

not followed, largely impeded by the pandemic of chronic 

diseases afflicting a growing older population. 
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npj  Regenerative Medicine (2021)6:57 

Fig. 1 Global aging demographics. The world population continues to grow and has 

reached nearly 8 billion people (bars). A preeminent increase has occurred in those older 

than 70 years of age (blue line), outpacing those younger than 70 years of age (pink line). 
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Regenerative Medicine (2021)6:57 

The societal triumph of longevity is plagued with debilitating 

morbidity, accentuated towards the end of life. Indeed, there is 

a recognized gap between lifespan, i.e., the total life lived, and 

healthspan, i.e., the period free from disease 
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https://www.ons.gov.uk/releases/healthstatelifeexpectancyenglandandwales2019to2021and2020to2022 accessed 4-2-23

While male life expectancy was 78.8 years, average healthy 

male life expectancy was only 62.4 years ï ie, 16.4 of those 

years (21%) would have been spent in poor health. 
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https://www.ons.gov.uk/releases/healthstatelifeexpectancyenglandandwales2019to2021and2020to2022 accessed 4-2-23

Female life expectancy was 82.8 years, of which 20.1 years 

(24%) would have been spent in poor health. Although 

females live an average of four years longer than males, they 

spend a higher proportion and more years of their lives in 

poor health. 
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Regenerative Medicine (2021)6:57 

One-fifth of an individualôs life will be lived with morbidity 
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May I propose a therapeutic vision for our patients is to 

reduce the gap between healthy life span, and total life span?
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Premise #2

Where Do We Begin Educating Our Patients?
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ñEverything should be made as simple as possible, 

       but not simplerò

First and Primary, an Understanding that 

Inflammation is the target to Address
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https://www.cdc.gov/nchs/products/index.htm. 
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Nat Med. 2019 December ; 25(12): 1822ï1832 

Indeed, chronic inflammatory diseases have been recognized  

as the most significant cause of death in the world today, 
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Premise #3                                        

 If You Pull At a Chain, It Always Breaks 

at the Weakest Link
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Nat Med. 2019 December ; 25(12): 1822ï1832 

A continually activated immune system produces                         

Systemic Chronic Inflammation
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Nat Aging. 2021 July ; 1: 598ï615 
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Nat Aging. 2021 July ; 1: 598ï615 

The well-established nine hallmarks of aging: 

Å (1) genomic instability, 

Å (2) shortening telomere length, 

Å (3) epigenetic modifications, 

Å (4) loss of proteostasis, 

Å (5) deregulated nutrient sensing, 

Å (6) mitochondrial dysfunction, 

Å (7) cellular senescence, 

Å (8) stem cell exhaustion and 

Å (9) altered intracellular communication, 

have all been shown to be linked to sustained chronic 

systemic inflammation 
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Premise #4

When do the eventually-disabling         

Chronic Diseases Begin?



Autoantibodies are typically present many years before 
the diagnosis of SLE. Furthermore, the appearance of 
autoantibodies in patients with SLE tends to follow a 

predictable course, with a progressive accumulation of 
specific autoantibodies before the onset of SLE, while 

patients are still asymptomatic.

NEJM:2003;349:1526-1533
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Premise #5

To increase óHealthy Life-Spanô, we must address the 

activation of the inflammatory cascade before extensive tissue 

damage has caused dysfunction, progressing into disease



NEJM:2003;349:1526-1533

Prodromal period

34© www.theDr.com



© www.theDr.com 35

Premise #6

Where do we begin in looking for the triggers of 

inflammation that may be activating an immune protective 

response (inflammation)?
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ñEverything should be made as simple as possible, 

       but not simplerò

Start with the óBig Boysô- the most powerful activators 

of an immune response



https://f1000research.com/articles/9-69/v1

Professor Alessio Fasano

Å Professor of Pediatrics at Harvard Medical 
School  

Å Professor of Nutrition at Harvard T.H. 
Chan School of Public Health

Å Chief of Pediatric Gastroenterology, Mass 
General Hospital

Å Director, Center for Celiac Research and 
Treatment

Å Director, Mucosal Immunology and 
Biology Research Center; 

Å Associate Chief for Basic, Clinical and 
Translational Research

Å 327 publications on pubmed.gov
Å Identified zonulin as the protein activated 

in intestinal permeability
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