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What ?

There some’rhmg OU
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Think about a more youthful
NENYE



Why 29 Since mankind emerged,we have always thought it
" possible to smoothen the effects of « aging »
yet different approaches are possible




Slowing down seems the
most difficult anti-aging
strategy to achieve

Yet it may quietly
embellish the skin.




Aging and inflammation?
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Inflammation that we ache about

Cardio Vascular Allergies Eye Disorders
Disease -
r V(7 Asthma
Breast Cancer \ 1' ) /!'_/

|[T( /| Diabetes
Lung Cancer [’[‘1 ﬂ a m'--atl()n
g ) Colitis & Crohn’s

Arthritis & Disease
Joint Pain
Infection
(')bcsity
Psorasis N [njury
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Inflammartion that we are not aware of

Is at the base of chronic disease,
cancer and neurodegeneration

-~ - Butalso digestive disorders,
depression and insomnia, decrease
of beauty and fitness
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In both cases...

Conftrol of Immune responses was lost
at some point...
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Mid XIXth : salicquté§ i

i »

3

Mid XXth : corficosteroids T s,
Further on : :
Non steroid anfi inflommofo&_‘drugs‘ (NSAID) : organic acids

Prostaglandin inhibitors ('70)
Aspirin |
Indomethacin

Phenylbutazone
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The pioneers

Physiology and Medecine Nobel Prize 1989
Se K. Bergstrom,

Bengt |. Samuelsson,

John R. Vane
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= Antfi-inflammatory drugs are efficient
but on a fraction of the population

g

) Only 25% responders |

AND SIDE EFFECTS!!




platelet aggregation inhibitors

leucocyte recrutement inhibitors
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2022 anti-in

Steroids

NSAIDs & « biologics »
Fluvoxamine

New appoaches
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Infliximab (remicade) MoAb anti-TNF-a-
indications : RA, spondylarthritis, Crohn

Etanercept (enbrel) chimeric TNF-R2 / IgGFc;
indications : RA and spondylarthropathies

Adalimumab (humira) humanised anti TNF
MoAD, indications : RA

POLYARTHRITE Toutes lesnartialhtic'ms
RHUMATURE peuvent étre touchées

1- Inflammation de la membrane
synoviale, fine pellicule qui tapisse
lintérieur de fa cavité articulaire.

2. Multiplication des cellules
synoviales et epaississement.
dela membrane,

3- Epanchement du liquide
synovial dans [articulation.

endommagement du cartilage,
des tendons, des ligaments et
des muscles. Erosion de I'os puis
destruction de I'articulation.

|

Tendon

Corps adipeux

Deéformations caractéristiques
des dolgts en maillets, col de cygne
ou en boutonniére
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ARTICULATION MALADE  ARTICULATION NORMALE

Lévolution de lamaladie se produit par
poussées, Sans traitement elle s'aggrave
et tend a devenir invalidante.




NEW approches

= Fluvoxamine (PROZAC) fighting both inflammation and
depression

Effect of early treatment with fluvoxamine on risk of 3@+k ®

emergency care and hospitalisation among patients with
COVID-19: the TOGETHER randomised, platform clinical trial

Gilmar Reis, Eduardo Augusto dos Santos Moreira-Silva, Daniela Carla Medeiros Silva, Lehana Thabane, Aline Cruz Milagres, m
Thiago SantiagoF erreira, Castilho Vitor Quirino dos Santos, Vitoria Helena de Souza Campos, AnaMaria Ribeiro Nogueira,

Ana Paula Figueiredo Guimaraes de Almeida, Eduardo Diniz Callegari, Adhemar Dias de Figueiredo Neto, Leonardo Cangado Monteiro Savassi,

Maria Izabel Campos Simplicio, Luciene Barra Ribeiro, Rosemary Oliveira, Ofir Harari, Jamiel Forrest, Hinda Ruton, Sheila Sprague, Paula McKay,

AllaV Glushchenko, Craig R Rayner, Eric] Lenze, Angela M Reiersen, Gordon H Guyatt, Edward ] Mills, forthe TOGETHER investigators™

Summary

Background Recent evidence indicates a potential therapeutic role of fluvoxamine for COVID-19. In the TOGETHER  Lancet GlobHealth 2021
trial for acutely symptomatic patients with COVID-19, we aimed to assess the efficacy of fluvoxamine versus placebo published Onfine

in preventing hospitalisation defined as either retention in a COVID-19 emergency setting or transfer to a tertiary October 27 2021

; https://doi.org/10.1016/
hospital due to COVID-19. 52214-109X(21)00448-4

Pr Dr Patrizia d’Alessio, MD PhD



NEW approches

Associating anti-inflammatory / anti-viral effects

€ Opaganib, inhibitor of sphingosine-kinase-2 (SK-2 )
with
& anti-inflammatory activity in auto-immune

d|se.os'es : g
€ anti-viral effects 'ODhIal‘rma

opaganib

Pr Dr Patrizia d’Alessio, MD PhD




Circulation

Avoiding the Coming Tsunami of Common,
Chronic Disease

What the Lessons of the COVID-19 Pandemic Can Teach Us

Robert M. Califf

Originally published 6 Apr 2021 |
hitps//doi.org/10.1161/CIRCULATIONAHA, 121.053461 |
Circulation. 2021:143:1831-1834
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« Cytokine storm »

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

Dr. Jamie Garfield,
Temple University Hospital




NEW approches
= Anti-inflammatory botanicals — before check-point inhibitors

TABLE 3: Bolanicals Lised fo Fight inflammation

| Bowncm | Source I Eftact
Choloones
| Bub.u'! Hm D| Paiernd ockarfans l-ﬂhlbﬂ m1h'alm ol pro-nflammatony tackers
I C ; I I xmlwum | The hop plant [Inhitst IL-12 producion :
Flavoncids |
, o | Fisetin | Senoke vee (Cotinus copgypna) | nhibition of wide rarge of biomarkers
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Substances Naturelles [ikaioiss - - |
j_Bnrhemu H.rummumm': ) o : Erhance naukn sendilivily & rechics bicod sugar |
Sanginanng :mnfhﬁmw et Ante-tumon via inhibition o tansonplion factor [
I_Y:;i'-u:\-nt;hm | Garcinm ﬂur._gosr.?u ! To conitrod Gi problems. wound wmfections and chwonlc wicers [
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:Nbcl:m.::ﬁ:d Darmative of bosweito acid ANG-CANCEE W ans-ntenarhnits
,TAXOTERE A | Bilnck sood D< [.".Dgo&n :.-m-:n .ﬂ.ﬂ'dm1_l!.rn_g_ _U.Mm :nl:nrms anid mw':huloﬂmrma !
HN chil peopw l:a-pm.m | Agairest neunipathic parn -lmm TRETHSTRIS CANCET hyDes

| sterile concen®
docetaxel - |
Agairest stomach upsat, dysenlany, tlcers, [aurkice; arthritis,
-.'..rxw wermda, acns and skin andnyaldmam
| Vitaemin £ Diabetis, Carmovascilar, PAKNSoN s and cancer
Polyaxypanated Steroid rom e maring
Bpongs Pelfoais contignads in Papun New

& Pierre Potier P e

Intravenous u% Turmoric {Curcrima kangal

Potentis candidale in the lriatment of nsthma and ofhar
irflammaiony deaases

Pr Dr Patrizia d’Alessio, MD PhD
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2022 : what else@¢
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Mobilisation therapies
and « body awareness »

Kinesiology
Osteopathy Sihibee s
Fasciatherapy

Balneotherapy
Feldenkrais....
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Moderate movement inhibits
age-related inflammation

“ meJournal Moderate Exercise Inhibits Age-Related

DA 1, 4 Inflammation, Liver Steatosis, Senescence

<I¥ Immunology A, LAY ; ;
and Tumorigenesis

This inf tion i t Arianna Bianchi, Letizia Marchetti, Zoe Hall, Henrique
of ﬁ;rcﬁrg;a 12%13 ES SRR Lemos, Michele Vacca, Hannah Paish, Kile Green, Bronte
’ Elliott, Dina Tiniakos, Joao F. Passos, Diana Jurk, Derek A.
Mann and Caroline L. Wilson

J Immunol 2021; 206:904-916; Prepublished online 13
January 2021;

doi: 10.4049/jimmunol.2001022

http://www jimmunol.org/content/206/4/904




L'EXERCISE : de-toxytying effect




2022 : what else@¢
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Here 100
Fasting

/

BUCH/NGER
W/LHELM

PIONEERS OF
FASTING

1920~-2020
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Modern version of fasting Is TRE
Time Restriction Eating

Peeke et . Nutdtion and Diabetes 2021)116
hitpe//dolorg/10.1038/541387-021-00149-0 Nutrition & Diabetes

ARTICLE Open Access
1 .
" PrPa mel(] M Peek S, NEW meThOd . Effect of time restricted eating on body weight and
fasting glucose in participants with obesity: results
= Fat 10-12 hours / dqy : of a randomized, controlled, virtual clinical trial

Pamela M. Peele (', Frank L Greenway @, Sonja K. Billes®, Dachuan Zhang’ and Ken Fujioka®

m privileging fat, low carbs and glucose;

= re-enabling a perturbed (erratic eating) metabolic circadian rhythm;
® nutfrients regulate autonomic nervous and endocrine systems;

= endpoints : loose 10 kg in 2 months, stabilise your FBG*

.*fos’ring blood glucose
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Stress and Food alike regulate us

Pre-biotics
Non digestibles
fibres

Pro-biotics
Live
MICroorganisms

A. Sarkar et al Trends in Neurosciences Cell Press 11 : 763-781, 2016.




Potent anti-inflammatory effect of food due to
the neuroactive potential of microbioto

Faecalibacterium et Coprococcus are at the base of our well-being

a 0 b
100 -
%0 Qol score Enterotype
B MH W B1
M SF HE2
80 RV 75 - mP
mR
B M GH -
3 70 W PF £
= W RP 3
o B BP g 80
i m g ¥ i
3 F - M SPEAKING AT
50 -
40 WORLD
CONGRESS 2 O 2 2
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i L1 L R wwwivcascom COME & JOIN US!
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Cooking, vector of positive psych




Unleashing Human Potential
‘“’—:ﬂ

—
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= Cooking has allowed

us to become i

migrants, e m
transformation of \
undigestible nutrients /
developing the S

|<ﬂ OWl e d g e d bO UT TEDGlobal 2010 ® July 2010 | 1.8M views

spices and thus drugs
The brain in your gut

Heribert Watzke



Arsenal 2022 : what else?

Food and Chemical Toxicology 123 (2019) 233-257

Contents lists available at ScienceDirect ™ Pood and
Food and Chemical Toxicology
E lﬁ[ \ TE I{l journal www.slsavi 7 —

Nafural substances o . S o

", Luana Heimfarth®, Adriano Antunes S. Aradjo”,
Jackson RG da S. Ahnezda Laurent l’lcol" Lucindo J. Qumtam-.lémor“'

Mmmq‘mmmmm
of Phormacy (DFA), Fodrel mdm Cristénio, SE,
'mﬁrmqurumm(mm mmvmm Valley (UNIVASF), Petroling, Pemanbuco, Brasil

. antioxidants Fﬁ

Review

Terpenoids as Potential Geroprotectors

Ekaterina Proshkina ', Sergey Plyusnin "*(, Tatyana Babak ', Ekaterina Lashmanova ',
Faniya Maganova 3, Liubov Koval 12, Elena Platonova -2, Mikhail Shaposhnikov ! and
Alexey Moskalev 2+
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Mono’rerpens address the brain-gut

€ Monoterpens protect and repair the
gut barrier, stopping inflammation to
go generalised;

& Inhibiting inflammatory cytokines;

€ Enhancing mood;

& Contributing in slowing down aging.

« The Gut-brain axis is relevant to skin aging ». d'Alessio PA PRIME July 2020, Vol 10 Issue 4, 36-42
© copyright 2022 by Patrizia A d’Alessio
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Lei Gong Teng

“Tripterine, inhibits the expression of adhesion molecules in activated endothelial cells”

Deng-hai Zhang, Anthony Marconi, Li-Min Xu, Chun-xin Yang, Guo-wu Sun, Xiao-ling Feng, Shu-min Xu,
Chang-quan Ling, Wan-zhang Qin, Georges Uzan, and Patrizia d’Alessio. J Leuk Biol, 80: 309-319, 2006.



Tripterine vs panel anti-inflammartory
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E-selectin VCAM—1

TNF-a

Dexamethasone 1 mM
Ibuprofen 1 mM
Methotrexate 1 mM

Probucol 1 mM

Tripterine m

I 1

HE 3

S S0 5N
! N

Tripterine inhibits the expression of adhesion molecules in
activated endothelial cells

Deng-hai Zhang,"' Anthony Marconi,* Li-min Xu," Chun-xin Yang,* Guo-wu Sun,’

Xiao-ling Feng,” Chang-quan Ling,¥ Wan-zhang Qin,* Georges Uzan,* and Patrizia d’Alessio™"
*INSERM U602, Hépital Paul Brousse, Villejuif, France; éShanghai Pudong Gongli Hospital, Ruijin Hospital
Group, Jiao Tong University, China; *Zhongshan Hospital, Fudan University, Shanghai, China; and *Changhai
Hospital, Shanghai Second Military Medical University, China

S ' Correspondence: INSERM U602, Hopital Paul Brousse, 12 avenue Paul
Vaillant Couturier, 24807, Villejuif, France, E-mail: dalessio@vjf.inserm.fr

Key Words: inflammation - ICAM-1 - VCAM-1 - NSAID - Chinese Received October 26, 2005; revised April 8, 2006; accepted April 10, 2006;

medicinal plant doi: 10.1189%j1b.1005611.

0741-5400/06/0080-309 © Society for Leukocyte Biology Journal of Leukoeyte Biology Volume 80, August 2006 309



Quid of o

Nutraceuticals

@ DHVYDH®
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J Med Foods 2014 « Nutraceuticals of anti-inflammatory activity as
complementary therapy for rheumatoid arthritis »

INTERMEDIATE PSORIASIS

PSORIASIS study : 9 patients open label - 45 days

Toxicology and Industrial Health



Nutraceuticals & Cosmeceuticals
can ameliorate skin conditons




FP7 EU Projet “RISTOMED" on140 patients

Inflammation markers Anti-IL-6 efficacy as food supplementation
DIET + AISA DIET ONLY vs DIET + AISA
o 18 F Yoo F
“ 5 16 ] 8 g
2 el T e ‘ 2 [ —
E 20 E ': i i el
a0l 2 I |
5 % 10 1 - i
¢ a0} 3 s g =
3 g‘ & F _§' @0 r
% -49 + g a g -50
[ 3o, | &0 |
3t 50 é = E 70 |
-60 | & = -2 : : 80 t 1 I
FIBRINOGEN L& Normal and High Normal and High

intlermediate  imMflamenalory score nlermediale inflammalory score
inflammatory scora inflammatory score

Significant modifications of inflammation markers (fibrinogen and IL-
6) were observed in individuals with baseline moderate inflammation
(RISTOMED diet + AISA) between DO and D56.

Clinical Nutrition 2016;35:812-818



Antl-inflammatory Arsenal 2022

= Conventional drugs, potent, toxic & not selective

= Nutrition, LEAKY GUT SYNDROME & -
wenren [{R000) 100000 ARAAR~ ARRSRE~ AN
= CR & TRE 1 ([ e 0 0
o )“2‘} 0 Blo-olbjects !
= nafural Ry m—c-w—— '
substances, = :
terpenoids, M T MK ey

= Mobilisation & slow mouvement

| B Vagus tone activation |




Vagus activation,

our most potent endogenous
anti-inflammatory partner




Copyright € 2007 Pearson Education, Inc., pubiishing as Benjamin Cummings.,
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The ammunitions of SAM

PDd . =
Fonctions activées | 'ression sanguine, | Digestion,
glycémie, chaleur | €limination, systeme
immunitaire
Effets Peur, culpabljlte, Calme, satisfaction,
choloaiques tristesse, colére, relaxation
psy °g'q velléité, agressivité
Stress, peur, colére, Repos, sommeil,
Facteurs d'activation | soucis, rumination, méditation,
activité physique | relaxation, sensation
excessive de sécurité et de
protection
) Défense de ‘Guerison,
Réle I'organisme régénération,
alimentation du
corps
Effets Catabolisme Anabolisme
Cerveau, muscles, | Foie, reins, pancréas
Organes activés | Pa ncréas endocrine | exocrine (@amylase),
(insuline), thyroide, rate, estomac,
surrénales intestin gréle, colon
Hormones et Insuline, cortisol, Parathormone,

" enzymes
substances ormones A ;
imoliaué thyroidiennes pancréatiques, bile,
LD s enzymes digestives

« Sympathetic Adrenal Medullary axis »

Ortho Sympathic system :

Adrenaline fight or flee
Para-sympathic system :

Cholinergic mechanism reducing
systemic inflammation



Robert Dantzer,
stimulation of the
efferent vagus
diminishes

production of
inflammatory cytokines

Antl-inflammartory cholinergic paths

Right vagus nerve (CN X
Pharyngeal branch
Superior laryngeal nerve

Left vagus nerve (CN X)

Sinus nerve

Internal
Laryngeal nerve { Left recurrent

External laryngeal nerve

Superior cardiac nerve
Right recurrent laryngeal nerve Cardiac plexus
Inferior cardiac branches

Branches of cardiac

Pulmonary plexus plexus

Esophageal plexus
phageal plexu Anterior gastric nerve

Posterior gastric nerve .
g Gastric branches

Celiac ganglion and plexus.

1 Splenic branches

Superior mesenteric
ganglion

Pyloric branch Pancreatic branches

Renal plexus Left colic flexure

Hepatic flexure

Branches to the small and
large intestine as far as the
left colic nexure



erfume inhc

Deeply active
vagal system;
inducing relaxation
and repair;
diminishing all
inflammation
markers



Small smelling molecules tor skin repair

A Synthetic Sandalwood Odorant Induces
Wound-Healing Processes in Human Keratinocytes
via the Olfactory Receptor OR2AT4

Daniela Busse', Philipp Kudella', Nana-Maria Griining'”, Giinter Gisselmann', Sonja Stinder?,
pp 5 )

Thomas Lu&er’, Frank Jan:cﬁbsen“,1 Iaars Steinstrier*®, Ralf Paus®, Paraskevi Gkogkolou®, Markus Bshm®, @ Gatab-positive suprabasal
Hanns Hatt' and Heike Benecke™ ® Gatab-positive basal
Journal of Investigative Dermatology (2014), Volume 134 @ Bacal cel
® Suprabasal cell

© @ Gatab lineage celiz



Vagus stimulation by touch

€ Social grooming
and microbiota

€ Emma Thompson & Greg Wise



Vagus stimul
electron rese

Post-Covid: Back to Business I Industry News I Events | The Virtual Aesthetic Practice

—R=IVE

INTERNATIONAL JOURNAL OF AESTHETIC AND ANTI-AGEING MEDICINE

INNOVATIONS FOR

SKTN OR (T
A ?globa] relzjor@,I 1
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The future?¢

AWARDS

DE L'ESTHETIQUE MEDICZ

Soon sub-epidermal electronic implants
matched to cellular elements

will be activated to influence immune
processes ex gr. tissue repair

Haemostasis Inflammation Proliferation Remodeling

e e

e = = -
;,“?3 e - P :
G 2 = ‘
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Quid of our A= ale! WA0VIE-

€ Drugs, conventional &

€ Natural substances

€ Mouvement therapies

€ Nufrition& TRE

& Bio-objects integrating
€ Cell bioclogy & Al

€ Vagus activation

€ Promise ¢
& Potent treatment
€ Amplification of the therapeutic effect
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TAKE HOME MESSAGE

Protect / repair gut barrier

Stop inflammation
Enhance mood*

*Nutrients 2020;12,800

Clinical Nutrition 2016:35:812-818
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