Microbiote et obésite

Aron Wisnewky et al Nature, 2012,9:590-98

90 % : phyla Bacteroidetes et Fimicutes



Une nouvelle classification de la flore

* Human microbiome project

— 40 % des genes bactériens partagés avec au moins
50 % de la population

 ROle de la diversité?

— Enterotype 1: Bacteroides / consommation
protéines animales + AGS

— Enterotype 2: Prevotella/consommation de
glucides

— Enterotype 3: Ruminococcus



Flore digestive
différence obése/non obése/chirurgie bariatrique

— Obese:
* flore moins variée, moins abondante
* Diminution de la variété associée au s métabolique

* Augmentation des Fimicutes/ diminution des
Bacteroidetes indépendamment de la conso
alimentaire

* Présence exclusive des Prevotellacae & Archea :
impliquées dans |'extraction des glucides indigestes

— Chirurgie bariatrique
* Flore plus variée
* Diminution des Fimicutes



RR:5.5 / \\+ 209 RR:7.9
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+ 40 %
Spruyt et al Am J respit Crit cares, 201



Drugs acting as neuromediators

 Recombinant methionyl leptine (SC)
— |leptine deficiency: reversibility of the symptoms
— |leptine receptor abnormality: no effect
* Peptide Y
— Analogue 3-36 IV
— Nasal spray

e GLP1
— Exenatide: GLP-1R (SC) agonist
— Liraglutide: long acting GLP1 (SC) analogue



Efficacy and safety of topiramate on weight loss: a

meta-analysis of randomized controlled trials

Year of %
Study publication Dosage WMD (95% ClI) Weight
Bray GA 2003 64 E —_— -2.10(-4.01,-0.19) 5.08
Bray GA 2003 96 | ——— -2.90 (-4.86,-0.94) 5.00
Bray GA 2003 192 —_— -4.40 (-6.35, 2.45) 5.02
BrayGA 2003 384 —i-— -5.00 (-7.00, -3.00) 4.93
Astrup A 2004 96 —_— -7.07 (-9.46, -4.68) 4.35
Astrup A 2004 192 ———r -7.78 (-10.39, -5.17) 4.03
WildingJ 2004 9 —-E— -5.60 (-7.01,-4.19) 5.91
WildingJ 2004 192 —_— -7.60(-9.52,-5.68) 5.07
WildingJ 2004 256 ~ ——— | -8.30 (-10.05, -6.55) 5.35
Tonstad S 2005 96 -E—'— -4.00 (-5.71,-2.29) 5.42
Tonstad S 2005 192 —t -4.60 (-6.18,-3.02) 5.63
Rosenstock J 2007 175 — -350 (-5.36,-1.64) 5.16
Stenlof K 2007 96 _:._ -5.17 (-6.50, -3.84) 6.03
Stenlof K 2007 192 —_— -7.50 (-9.20, -5.80) 5.4
Tremblay A 2007 400 —i—o— 450 (-6.21,-2.79) 5.41
McElroy SL 2007 300 —— -6.50 (-7.49, 5.51) 6.53
Toplak H 2007 96 | —— -3.20(-4.39,-2.01) 6.24
ToplakH 2007 192 —_— -5.80 (-7.15, -4.45) 6.00
Eliasson B 2007 192 -7.25(-10.36, -4.14) 3.39
Overall (I-squared = 75.5%, P = 0.000) -5.34 (-6.12, -4.56) 100.00
NOTE: Weights are from random effects analysis
I |
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Obesity Reviews
Volume 12, Issue 5, pages €338-e347, 28 MAR 2011 DOI: 10.1111/j.1467-789X.2010.00846.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1467-789X.2010.00846.x/full#f3




Two-year sustained weight loss and metabolic benefits with controlled-release
phentermine/topiramate in obese and overweight adults (SEQUEL): a randomized,

placebo-controlled, phase 3 extension study

2487 randomly assigned in
CONQUER

[

1542 completed
CONQUER taking study drug

|
866 (327 taking placebo, 194
taking 7.5/46, 345 taking 15/92)
completed CONQUER at

eligible SEQUEL sites*

@ The American Jorrnal of Clinical Nutrition

190 (21.9%) elected not to enroll
in extenstion

100 (30.6%) in the placebo group —
40 (20.6%) in the 7.5/46 group
50 (14.5%) in the 15/92 group

676 enrolled at eligible
SEQUEL sites

I

]

227 (69.4%) continued taking placebo

153 (78.9%) continued taking 7.5/46*

295 (85.5%) continued taking 15/92

I

31 (13.7%) discontinued study drug
7 (3.1%) had an adverse event

7 (3.1%) withdrew consent

4 (1.8%) were lost to follow-up

3 (1.3%) cited lack of efficacy

2 (0.9%) required restricted
medications

3 (1.3%) protocol noncompliance
0 missing

1 (0.4%) pregnancy

4 (1.8%) had other reasons

2

—~

17.5%) discontinued study drug
4.5%) had an adverse event
5.8%) withdrew consent

2.6%) were lost to follow-up

1 (0.6%) cited lack of efficacy

0 required restricted medications
1 (0.6%) protocol noncompliance
1 (0.6%) missing

0 pregnancy

4 (2.6%) had other reasons

7
7
9
4

—~ o~

50 (16.9%) discontinued study drug
13 (4.4%) had an adverse event
11 (3.7%) withdrew consent
20 (6.8%) were lost to follow-up

0 cited lack of efficacy
1 (0.3%) required restricted
medications
1 (0.3%) protocol noncompliance
0 missing
1 (0.3%) pregnancy
3 (1.0%) had other reasons

©2012 by American Society for Nutrition

Garvey W T et al. Am J Clin Nutr 2011;95:297-308




Mean (95% CI) percentage weight loss from baseline to week 108.
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Placebo n: 227 227 227 208 197 227
PHEN/TPM CR 7.5/46 n: 153 152 153 137 129 153
PHEN/TPM CR 15/92 n: 295 295 295 268 248 295
—&— Placebo —M— PHEN/TPM CR 7.5/46 —A— PHEN/TPM CR 15/92

Garvey W T et al. Am J Clin Nutr 2011;95:297-308
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THE NEED FOR A HIERARCHY IN CARES

Traditional treatment

In patients units




PREVALENCE DU SURPOIDS ET DE L’OBESITE CHEZ LES ENFANTS D’AGE PRESCOLAIRE
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PREVALENCE MONDIALE ET TENDANCES CHEZ LES ENFANTS D’AGE PRESCOLAIRE
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Cumulative percentage of infants
that were introduced to solids

Cumulative percentage of formula-fed and breast-fed children with
introduction of solids, per month (CHOP Study)

Solid introduction*
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Introduction of complementary feedings in 5 European countries.
Schiess, Grote, Scaglioni et al. JPGN 2010; 50: 92-98




250H vit D et adolescents obeses



Merci pour votre attention !




