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Covid-19 has allowed us to reassess chronic diseases

Something to do with aging?
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Avoiding the Coming Tsunami of Common,
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What the Lessons of the GOVID-19 Pandemic Can Teach Us
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When routes of stress CROSS those of the immune response

STRESS

@ In case of chronic stress, when symptoms
start to appear, are we already experiencing
a « chronic disease » ?

Pr Dr Patrizia d’Alessio, MD PhD



Because of the gut-brain axis...

€ each on-going stress translates into an
increase of inflammation,

€ starting at the level of the gut barrier

€ and if not resolved, generalizes
to the whole body.

€ In Covid-19 an « out-of-proportion _
inflammatory response » / |

@ resulting in a « cytokine storm »

The Gut-brain axis is relevant to skin aging.

d'Alessio PA PRIME, July 2020




Stress changes immune reactions

Neuroinflammation

and sickness disease

Leaky Gut Syndrome
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“Leaky gut” + neuro-inflammation = aging

Cortisol-induced gut barrier leakage and
consequent dysbhiosis

¢ malabsorbtion and auto-immune disease
¢ generalized inflammation and neuro-
inflammation with « sickness disease »
Chronic fatigue syndrome
Depression
Insomnia
Obsessional thoughts
Lack of motivation

Lack of concentration

Loss of appetite for social interaction



Brain-gut connection CONCOMITANT to the brain-skin connection
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Mood issues can precipitate suicide attempts

Aging is constantly challenging solitude & depression
Covid-19 has increased stress management issues

@ Increased suicide attempts of children 8-10 years old,
in Western countries

® In October 2020 - after six months of restrictions and
lock-down - in Japan, the country of longevity,

centenarians and blue zones :
A 70% increase in female suicides compared to October 2019
was identified.
® Do social restriction policies overimpose stress on an
already stressed population ?

Pr Dr Patrizia d’Alessio, MD PhD



« Cytokine storm »

“The fact is that the real morbidity and mortality of this disease is probably
driven by this out-of-proportion inflammatory response to the virus...”

Jamie Garfield,
Temple University Hospital
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COMMON BASES OF AGING AND COVID

« Syndemics are characterized by biological Every region.
and social interactions = | THE LANCET Regional Health

. , . Login Q —
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to harm Or Worsen their health OutcomeS- )) COMMENT | VOLUME 396, ISSUE 10255, P874, SEPTEMBER 26, 2020
Offline: COVID-19 is not a pandemic

TWO Categories of diseases and Richard Horton =

Published: September 26,2020 . DOI: https://doi.org/10.1016/5S0140-6736(20)32000-6 « M) Check for updates

specific populations e

1. infection : severe acute respiratory SARS-CoV-2 syndrome
2. an array of non-communicable diseases (NCDs)
or common chronic diseases (CCD), considered as co-morbidities.

Pr Dr Patrizia d’Alessio, MD PhD



COVID, STRESS & READING EMOTIONS

Upon infection, immune
overreaction could be linked to
underlying stress due to
health-preservation measures:
lock-down, mask-wearing,
remote work...

Limited social contact,
crucial for health,
adds on stress.

Counterparts in Reading Emotions

A Claus-Christian Carban=*
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WHAT CAN WE DO?




LIFESTYLE TO MANAGE INFLAMMATION
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Cardio-Vascular Interoception

Baroreceptor
Reflex

Cardiovascular interoception
ofthebrinsem is measured by directing one
own'’s attention towards the
sensation of the heartbeat
during various tasks :

2. Signals sent

—— Glossopharyngeal
nerve

Vagus——
nerve

1. Baroreceptors
detect changes
in arterial pressure

3. Heart rate
adjusted

for example breathing

Pr Dr Patrizia d’Alessio, MD PhD

Tom Cruise playing Jack Reacher
Novelist, Lee Child



Tensional states can alter body awareness

tensional status



Vagus activation : our main anti-inflammatory tool

...driving interoceptive signals, via somatosensory pathways from the skin...
touch sensory signals are integrated in the interoceptive processing.

|Centra| Stressors

Last but not least, an affectionate touch...



PALMING

escape

reconnect you with the
whole body

G OOD thinking

sources of stress



Summary & perspectives
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Gut barrier dyfunction
leads to systemic
inflammation ...

reversible by epigenetic
— microbiome driven —
modifications
emphasizing the role of e
small molecules

Intestinal epith ellum
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Terpenoids as geroprotectors
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« Monoterpens modulate cytokines »

Inhibition of NF-xB

Food and Chemical Toxicology 123 (2019) 233-257

o] - Anti-inflammatory effect

Contents lists available at SeienceDirect Fgod and
T g 144
Food and Chemical Toxicology i L]
£ 1] i |
journal h : www,elsevier, = ] o .
k) e B o
E g ——
. . . 044 - 40 b
Monoterpenes modulating cytokines - A review ) 3
crsnr o4
Jullyana S.S. Quintans®, Saravanan Shanmugam®, Luana Heimfarth®, Adriano Antunes S. Araﬂjo") — o = -20
Jackson R.G.da S. Almeida®, Laurent Picot”, Lucindo J. Quintans-Jénior™" T Fr— ‘g
« Laboratury of Newroscienee and Phermacological Assays, Department of Physiology, Federal University of Sergips, Sto Cristovtio, Sergipe, Brasil ey =]
" Department of Pharmacy (DFA), Federal University of Sergipe, Sio Cristévio, SE, Brasil B
© Center for Studies and Research of Medicinal Plants (NEPLAME), Federal University of San Francisce Valley (UNIVASF), Petroling, Pernambuco, Brazil
“ UMRi GNRS 7266 LIENSs, University of La Rochelle, 17042, La Rochelle, France -2
3-achin -E
g
hibin _E -Bo F
. . -
Life Sciences ;92:1151-1156 o
0 0 5 - 4+ = 4
Conkal =1 Ao —
I 1
hormmial and High

mlenmediale inflammalory soore

Anti-Inflammatory & Anti-Allergy Agents infizmmatary scars

Clin Nutr. :35:812-818

Pr Dr Patrizia d’Alessio, MD PhD



Normal tight junctions
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« Monoterpens modulate cytokines »

Not only ! They repair the GUT BARRIER
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Anti-inflammation RESULTS also in mood modulation

Mood modulation effect in humans

Motivational effect in rodents
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MANAGING THE BALANCE IS THE KEY

This could allow us some
unforeseen free time for thinking,
reading, reflecting, that we often
so cruelly have missed.

Stay in closer contact with our
more fundamental values that we
might have forgotten about,

TWO TYPES OF CONSEQUENCES OF THE

UNANTICIPATED SOCIETAL CHANGES OF
THE “SYNDEMIC” - Caught by the rush of a non-stop

flow of information, events,

¢ AN INCREASE IN LONELINESS AND DEPRESSIVE STATES ¢hallenges...
BUT ALSO :

® POSITIVE THINKING ABOUT GETTING ON WITH LIFE IN A
PEACEFUL WAY.
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