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Rauvolfia serpentina

*Rauvolfia serpentina utilisée dans la médecine
traditionnelle indienne pour son effet apaisant chez les
personnes souffrant du «mal de la lune» ou «lunatiques»

*1931: plusieurs substances de la racine isolées: effet
hypnotique et hypotenseur

*1950 chimie baloise: extraction de |a reserpine et
observation de ses effets dans la schizophreénie.
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1950: Antipsychotiques typiques
Bloquent les récepteurs dopaminergiques
Efficaces sur les symptomes positifs
Effets extrapyramidaux

1970:Antipsychotiques atypiques
Inhibition « balancée » des récepteurs
dopaminergiques et sérotoninergiques
Efficaces sur les symptomes négatifs?
Meilleure marge thérapeutique
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« Dirty drugs »

Effects of Antipsychotics on Neurotransmitters/Receptors*

Chlor- Methotri- | Pericya- Pipotia- Thiorida- | Fluphe- Perphe- Thiopro- | Trifluo- Haloperi- f§ Loxapine
prom- mepra- zine zine zine nazine nazine perazine | perazine [ dol
azine zine
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Elargissement de I'indication/utilisation off label

*Trouble bipolaire (manie)

*Pathologies « réfractaires » au traitement médicamenteux
*Troubles du sommeil

*Anxiété

Démence

*Troubles de la personnalité

*Episode dépressif majeur

*Evidences d’efficacité peu nombreuses
*Effets indésirables
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Antipsychotiques atypiques

Epidémiologie de la prescription off-label
Revue de la littérature 2000-2015

Adultes | Enfants/ados | Personnes

agées
Fréquence 40-75% 36-93% 22-86%
Molécule (s) Quétiapine Risperidone Non
Aripiprazole mentionné
Indication Sommeil TDHA Agitation
Anxiété Anxiété
Dépression Dépression
Agitation

Carton L et al. Curr Pharm Des 2015;21(23):3280-97




Antipsychotiques atypiques chez personnes agées
institutionnalisées

Table 4
Prevalence of off-label and evidence-based use of second-generation
antipsychotics among elderly nursing home residents in the United States®

Unweighted ~ Weighted Weighted
Usage and agent N N % 95% CI1
Off-label use
Overall 2.356 266,678 86.3 84 .8-87.8
Clozapine 6 646 36.3 8.2-64.3
Olanzapine 798 90,721 82.7 79.9-85.5
Risp(*ri(](::n(* 8§50 91,880 87.9 85.6-90.3
Quetiapine 656 78,634 89.5-93.9
Ziprasidone AT 5.310 86.: 76.5-96.4
Aripiprazole 49 5,156 53.8 40.9-66.8
Evidence-based use
Overall 1,586 175911 56.9 54.7-49.1
Clozapine 11 1,136 63.8 35.7-91.8
Olanzapine 760 84,829 77.3 74.2-80.4
Risp(*ri(](::n(* 765 79.453 76.0 72.9-79.2
% Quetiapine 73 7647 6.6-11.3
Ziprasidone 10 326 13.6 3.8-23.5
Aripiprazole 34 831 40.7 28.1-553.4

* Numbers and percentages may not add to the overall total because more than one medication may

be repm'ted per patient.
Kamble et al. Psychiatr Serv. 2010



Quétiapine

prescription (1), overdose (2), détournement d’usage
(3) & mortalité (4) 2006-2016
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Drug and Alcohol Dependence 187 (2018) 95-99



Données d’efficacité

_ Tai< A. Summary of su<ustth of evidence of efficacy, by drug and condition

Aripiprazole Olanzapine Quetiapine Risperidone
Anxiety
—generalized anxiety disorder Q - ++ -
Anxiety
-y=ocial phobia o + - Q
Atte.tian Deficit/Hyperactivito_asorder
MO CO-DCCUIN g wreer et Q Q Q +
Attention Deficit'Hyperactivity Disorder
-bipolar children - (o] (o] Q
Attention Deficit/Hyperactivity Disorder
-mentally retarded children Q Q (o] +
Dementia overall ++ + + ++
Dementia psychosis + +- +- ++
Dementia agitation + ++ +- ++
Depression
-MDD augmentation of SSRI/SNRI ++ + ++ ++
Depression
-MDD: Monotherapy Q - ++ 0
Eating Disorders Q - - 0
Insomnia Q Q - 0
Obsessive Compulsive Disorder
-augmentation of SSRI o + -- ++
Obsessive Compulsive Disorder
-augmentation of citalopram (o] (o] + +
Personality Disorder
-borderine + +- + 0
Personality Disorder
-schizotypal Q Q (o] +-
Post Traumatic Stress Disorder (o] +- + ++
Substance Abuse alcohol -- - - 0
Substance Abuse cocaine Q - Q -
Substance Abuse methamphetamine - Q Q 0
Substance Abuse methadone clients Q Q Q -
Tourette’'s Syndrome Q Q (o] +

Maglione M, Ruelaz Maher A, Hu J, Wang Z, Shanman R, Shekelle PG, Roth B, Hilton L, Suttorp MJ, Ewing BA, Motala A, Perry T. Off-Label Use of Atypical
Antipsychotics: An Update. Comparative Effectiveness Review No. 43. (Prepared by the Southern California Evidence-based Practice Center under Contract No.
HHSA290-2007-10062- 1.) Rockville, MD: Agency for Healthcare Research and Quality. September 2011. Available at:
www.effectivehealthcare.ahrg.gov/reports/final.cfm.



Anxiété: % de répondeurs

Study

D RR (95% CI)

Qlanzaping

-»

Fallack, 2005, 2.5-20mg flexible 6. 67 (0.93, 47.59)

Risperidene

Pandina, 2007, 0.25-2mg flexible —— 0.99 (0.78, 1.26)
Quetiapine

Bandelow, 2008, 50-150mg fixed —— 1.36 (1.17,1.58)
Joyce, 2008, 150mg o 1.02 (0.85, 1.21)
Mericleth, 2008, 150mg —— 1.46 (1.21,1.76)
Subtotal (l-squared = 78.2%, p=0.010) O 1.26 (1.02, 1.56)

MNOTE: Weights are from random effects analysis

Favors Control * Favors Treatment



Données d’efficacité

Table A. Summary of strength of evidence of efficacy, by drug and condition

Aripiprazole Olanzapine Quetiapine Risperidone

Anxiety
—generalized anxiety disorder Q - ++ -
Anxiety

— social phobia (o] + - Q
Attention Deficit’/Hyperactivity Disorder

-no co-occurring disorders Q
Attention Deficit'Hyperactivity Disorder

-bipolar children -
ArtsnlonrooisitiHyperactivity Disorder

-mentally retarded chilsen =
Dementia overall ++
Dementia psychosis =
Dementia agitation +
Loprassion

-MDD augmentation of SSRI/SNRI [ ++ + ++ ++
Depression

-MDD: Monotherapy

Eating Disorders

Insomnia

Obsessive Compulsive Disorder
-augmentation of SSRI

Obsessive Compulsive Disorder
-augmentation of citalopram
Personality Disorder

-borderline

Personality Disorder

-schizotypal

Post Traumatic Stress Disorder
Substance Abuse alcohol
Substance Abuse cocaine
Substance Abuse methamphetamine
Substance Abuse methadone clients
Tourette’'s Syndrome
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Maglione M, Ruelaz Maher A, Hu J, Wang Z, Shanman R, Shekelle PG, Roth B, Hilton L, Suttorp MJ, Ewing BA, Motala A, Perry T. Off-Label Use of Atypical
Antipsychotics: An Update. Comparative Effectiveness Review No. 43. (Prepared by the Southern California Evidence-based Practice Center under Contract No.
HHSA290-2007-10062- 1.) Rockville, MD: Agency for Healthcare Research and Quality. September 2011. Available at:
www.effectivehealthcare.ahrg.gov/reports/final.cfm.



Démence: amélioration globale

Study
D

Aripiprazole

Breder, 2004/Mintzer, 2007, 2,5,10mg
DeDeyn, 2003, 10mg mean

Streim, 2004/Streim, 2008, 8.6mg mean
Subtotal (I-squared =22.1%, p=0.277)

Olanzapine
DeDeyn, 2004, 1,2.55,7.5mg

Deberdt, 2005, 5.2mg mean

Schneider, 2006/5ultzer, 2008, 5.5mg mean
Street, 2000, 5,10,15mg

Subtotal (l-squared = 0.0%, p = 0.485)

Quetiapine

Schneider, 2006/Sultzer, 2008, 56.5mg mean
Tariot, 2006, 96.9mg median

Zhong, 2004/Zhong, 2007, 100,120,200mg
Subtotal (l-squared = 0.0%, p = 0.610)

Risperidone
Brodaty, 2003/Brodaty, 2005, 0.95mg mean

Deberdt, 2005, 1mg mean
Dedeyn, 1998, 1.1mg mean
Katz, 1999, 1.2mg

Mintzer, 2008, 1.03mg mean
Schneider, 2006/Sultzer, 2008, 1mg mean
Subtotal (l-squared = 74.6%, p = 0.001)

MOTE: Weights are from random effects analysis

SMD (95% CI)

0.16 (-0.05, 0.37)
0.06 (-0.21, 0.34)
0.36 (0.1, 0.61)
0.20 (0.04, 0.35)

0.14 (-0.05, 0.34)
-0.02 (-0.27, 0.23)
0.15 (-0.11, 0.40)
0.30 (-0.03, 0.63)
0.12 (0.00, 0.25)

0.15 (-0.11, 0.42)
0.22 (-0.07, 0.52)
0.04 (-0.21, 0.28)
0.13 (-0.03, 0.28)
0.46 (0.23, 0.69)
-0.13(-0.38, 0.12)
0.12 (-0.14, 0.38)
0.32 (0.11, 0.53)
-0.01(-0.21, 0.18)
0.40 (0.13, 0.68)
0.19 (0.00, 0.38)

-5 -25 0 25

Favors Placebo * Favors Treatment



Démence: psychose

Study
D

Aripiprazole
Breder, 2004/Mintzer, 2007, 2,5,10mg
DeDeyn, 2003, 2 to 15mg

Streim, 2004/Streim, 2008, mean 8.6mg
Subtotal (l-squared = 18.8%, p = 0.282)

Olanzapine
DeDeyn, 2004, 1,2.55,7.5mg

L 3

Deberdt, 2005, 5.2mg

»

Kennedy, 2005, 2.5 to 7.5mg

*

Schneider, 2006/Sultzer, 2008, 5.5mg

Street, 2000, 5,10,15mg
Subtotal (l-squared = 14.7%, p = 0.321)

Quetiapine
Schneider, 2006/Sultzer, 2008, 56.5mg

——
S —

R S
-

el

Tariot, 2006, 25 to 600mg

-

Zhong, 2004/Zhong, 2007, 100,200mg
Subtotal (l-squared = 0.0%, p = 0.558)

Risperidone
Brodaty, 2003/Brodaty, 2005, 1mg

==

Deberdt, 2005, 1mg

Katz, 1999, 0.5, 1,2mg

Mintzer, 2008, 0.5 to 2.5mg

Schneider, 2006/Sultzer, 2008, 1mg
Subtotal (l-squared = 55.0%, p = 0.064)

NOTE: Weights are from random effects analysis

L 3

—
—_——

SMD (95% CI)

0.24 (0.03, 0.45)

0.16 (-0.12, 0.43)
-0.02 (-0.27, 0.23)
0.14 (-0.02, 0.29)

0.17 (-0.02, 0.37)
-0.12 (-0.36, 0.13)
-0.07 {-0.33, 0.18)
0.07 (-0.19, 0.33)
0.17 (-0.17, 0.50)
0.05 (-0.07, 0.17)

0.16 (-0.10, 0.42)
0.00 (-0.29, 0.30)
-0.03 (-0.27, 0.21)
0.04 (-0.11, 0.19)

0.36 (0.13, 0.59)
-0.09 (-0.34, 0.16)
0.20 (-0.01, 0.41)
0.17 (-0.02, 0.36)
0.38 (0.11, 0.66)
0.20 (0.05, 0.36)

-5 -.25

0 25

Favors Placebo * Favors Treatment



Données d’efficacité

Table A. Summary of strength of evidence of efficacy, by drug and condition

Aripiprazole Olanzapine Quetiapine Risperidone
Anxiety
—generalized anxiety disorder Q - ++ -
Anxiety
— social phobia (o] + - Q
Attention Deficit’/Hyperactivity Disorder
-no co-occurring disorders Q Q (o] +
Attention Deficit'Hyperactivity Disorder
-bipolar children - (o] (o] Q
Attention Deficit/Hyperactivity Disorder
-mentally retarded children Q Q (o] +
Dementia overall ++ + + ++
Dementia nevrhnsis + +- +- ++
Dadientia agitation + ++ +- ++
Depression
-MDD augmentation of SSRI/SNE | ++ + ++ ++
Depression
-MDD: Monotherapy (] - ++ 0
Eaino Disorders Q - - o
Insomnia Q Q - 0
Obsessive Compulsive Disorder
-augmentation of SSRI (] + -- ++
Obsessive Compulsive Disorder
-augmentation of citalopram (o] (o] + +
Personality Disorder
-borderine + +- + 0
Personality Disorder
-schizotypal Q Q (o] +-
Post Traumatic Stress Disorder (o] +- + ++
Substance Abuse alcohol -- - - 0
Substance Abuse cocaine Q - Q -
Substance Abuse methamphetamine - Q Q 0
Substance Abuse methadone clients Q Q Q -
Tourette’'s Syndrome Q Q (o] +

Maglione M, Ruelaz Maher A, Hu J, Wang Z, Shanman R, Shekelle PG, Roth B, Hilton L, Suttorp MJ, Ewing BA, Motala A, Perry T. Off-Label Use of Atypical
Antipsychotics: An Update. Comparative Effectiveness Review No. 43. (Prepared by the Southern California Evidence-based Practice Center under Contract No.
HHSA290-2007-10062- 1.) Rockville, MD: Agency for Healthcare Research and Quality. September 2011. Available at:
www.effectivehealthcare.ahrg.gov/reports/final.cfm.



Données d’efficacité

Table A. Summary of strength of evidence of efficacy, by drug and condition

Aripiprazole Olanzapine Quetiapine Risperidone
Anxiety
—generalized anxiety disorder Q - ++ -
Anxiety
— social phobia (o] + - Q
Attention Deficit’/Hyperactivity Disorder
-no co-occurring disorders Q Q (o] +
Attention Deficit'Hyperactivity Disorder
-bipolar children - (o] (o] Q
Attention Deficit/Hyperactivity Disorder
-mentally retarded children Q Q (o] +
Dementia overall ++ + + ++
Dementia psychosis + +- +- ++
Dementia agitation + ++ +- ++
Depression
-MDD augmentation of SSRI/SNRI [ ++ + ++ ++
Depression
-MDD: Monotherapy Q - ++ 0
Zaung Disoras 2 Q -- - Q
Insomnia Q Q - Q
LnloriveZlinpulsive Disorder
-augmentation of SSRI (] + -- ++
Obsessive Compulsive Disorder
-augmentation of citalopram (o] (o] + +
Personality Disorder
-borderine + +- + 0
Personality Disorder
-schizotypal Q Q (o] +-
Post Traumatic Stress Disorder (o] +- + ++
Substance Abuse alcohol -- - - 0
Substance Abuse cocaine Q - Q -
Substance Abuse methamphetamine - Q Q 0
Substance Abuse methadone clients Q Q Q -
Tourette’'s Syndrome Q Q (o] +

Maglione M, Ruelaz Maher A, Hu J, Wang Z, Shanman R, Shekelle PG, Roth B, Hilton L, Suttorp MJ, Ewing BA, Motala A, Perry T. Off-Label Use of Atypical
Antipsychotics: An Update. Comparative Effectiveness Review No. 43. (Prepared by the Southern California Evidence-based Practice Center under Contract No.
HHSA290-2007-10062- 1.) Rockville, MD: Agency for Healthcare Research and Quality. September 2011. Available at:
www.effectivehealthcare.ahrg.gov/reports/final.cfm.



Le somnifere idéal...

Wilson et al. Journal of Psychopharmacology 2010



Effets indésirables

Antipsychotiques Antipsychotiques
typiques atypiques
Effets extrapyramidaux Effets extrapyramidaux
Sédation Sédation
Prise de poids Prise de poids &
syndrome métabolique
Hypotension Hypotension
Prolongement de Prolongement de
'intervalle QT I'intervalle QT
Hyperprolactinémie Hyperprolactinémie
J Seuil épileptogene J Seuil épileptogene

UNIVERSITE

DE GENEVE Hépitaux

FACULTE DE MEDECINE Universitaires
Genéve



Antipsychotiques: prise de poids

B Weight gain SMD (95% Crl)

Haloperidol 0-09 (-0-00 to 0-17) —

Ziprasidone 0-10 (-0-02 to 0-22) H—a—

Lurasidone 0-10 (-0-02 to 0-21) H—a—

Aripiprazole 0-17 (0-05 to 0-28) ——

Amisulpride 0-20 (0-05 to 0-35) ]

Asenapine 0-23 (0-07 to 0-39) .

Paliperidone 0-38 (0-27 to 0-48) —a—

Ri:‘.peridnne 0-42 (0-33to 0-50) ——

Quetiapine 0-43 (0-34 to 0-53) —a—

Sertindole 0-53 (0-38 to 0-68) —a—
Chlopromazine 0-55 (0-34 to 0-76) : »
lloperidone 0-62 (0-49 to 0-74) —a—
Clozapine 0-65 (0-31 to 0-99) [ »
Zotepine 0-71(0-47 to 0-96) [ » |
Olanzapine 0-74 (0-67 to 0-81) ——

|
05 0 1 15
+— —>
More weight gain with placebo More weight gain with active drug

Lancet 2013; 382: 951-62



Syndrome métabolique

*Syndrome métabolique: 48% vs 29% population générale
Nord J Psychiatry. 2011 Oct;65(5):345-52

*Risque augmenteé de pres de 3x, sous antipsychotiques
Nord J Psychiatry. 2011 Oct;65(5):345-52

*Risque de diabete a 12 mois T* de 3x sous Olanzapine & de
7x sous Cloza pine. Drug Saf. 2017 Sep;40(9):771-781

*Risque d’HTA de 20% sous olanzapine et quétiapine

Drug Saf. 2017 Sep;40(9):771-781

UNIVERSITE Hopitaux
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~- Prise de poids sous psychotropes
Classe Molécules
Antidépresseurs mirtazapine
miansérine

paroxétine

Antipsychotiques olanzapine
guétiapine
clozapine

Stabilisateurs Lithium

Acide valproique

* 5% du poids corporel le 1¥" mois— 15% a 3 mois et

20% a 1 an

* 5% du poids corporel le 1¢" mois - dyslipidémie
e Surveillance poids % bilan lipidique a 1,3, 12 mois

Vandenberghe F et al. Importance of early weight changes to predict long-term weight gain during psychotropic drug treatment.

J Clin Psychiatry 2015 Nov;76(11):e1417-23

Hopitaux
Universitaires

Genéve
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Allongement de l'intervalle QT

E oT1c prolongation OR (95% Crl)

Lurasidone-0-10 (-0-21to 0-01)  +—=—

Aripirazole 0-01 (-0-13 to 0-15)
Paliperidone 0-05 (-0-18 to 0-26)
Haloperidel 0-11 (003 to 0-19)
Quetiapine 0-17 (0-06 to 0-29)
Olanzapine 0-22 (0-11 to 0-31)
Risperidone 0-25 (0-15 to 0-36)
Asenapine 0-30 (-0-04 to 0-65)
lloperidone 0-34 (0-22 to 0-46)
Eiprazid:::ne 0-41(0-31 to 0-51)
Amisulpride 0-66 (0-39 to 0-91)
Sertindole 0-90 (076 to 1-02)
Clozapine NA

Chlopromazine NA

Zotepine NA

—a—

-0.5
4
More QTc prolongation with placebo

[ |
0 0.5 1

—>
More QTc prolongation with active drug

Hopitaux
Universitaires
Geneéve

Lancet 2013; 382: 951-62
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Allongement de l'intervalle QT

FACULTE DE MEDECINE

*QT long congénital population générale: 1.3 %o
*QT long médicamenteux patients psychiatriques: 1 %o

* 90% des patients qui présentent des TdPs ont au moins
1 FR supplémentaire pour un QTc prolongé

*Facteurs de risque:

*Sexe féminin

*QT congeénital

*Troubles électrolytiques: hypo K+, hypo mg+
*Bradycardie

*B-bloquants/diurétiques



. Hopitaux
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Allongement de l'intervalle QT

FACULTE DE MEDECINE

*Meédicaments: amiodarone
anti-émeétiques
antibiotiques: macrolides,
qguinolones
antipsychotiques
escitalopram
méthadone

*https://www.crediblemeds.org

*Hasnain M. & Vieweg W.V.: QTc interval prolongation and torsade de pointes associated with second-generation antipsychotics
and antidepressants: a comprehensive review. CNS Drugs 28(10):887-920,2014.
*Zircher J-P, Waeber G, Schlaepfer J, Pasquier M. Le QT long acquis. Rev Med Suisse 2013; volume 9.1538-1542


https://www.crediblemeds.org/

K b
re— Allongement de l'intervalle QT
To screen or not to screen...?

*NNS pour éviter un déces: 3000 (!) dans population
psychiatrique hospitalisée
e Stratégie « CoUt-efficace » selon analyses

pharmacoéconomiques.
PLoS One. 2015 Jun 12;10(6)

Attitude pragmatique

*ECG: Début de traitement
Etat d’équilibre, si traitement prolongé



Risque de chutes chez |la personne agée

JAMDA 19 (2018) 371.e11-371.e17

Table 1
Summary of Meta-Analysis of Adjusted Data and Subgroup Analysis
Antipsychotics Antidepressants Benzodiazepines
No. OR (95% Cl) I No. OR (95% C1) 1 No. OR (95% Cl) [
All studies 16" 1.54 (1.28—185) 67% 22 157 (1.431.74) 76% 14 142 (1.22—1.65) 67 %
Outcome
Any fall 11 1.43 (1.15-1.77) 54% 14 135(1.28—-142) 0% 12 138 (1.17-1.63) 66%
Recurrent fall 5* 1.70 (1.21-238) 69% 6 1.90 (1.42—-2.54) 52% 3 1.45(1.20—1.76) 0%
Injurious fall 1 1.66 (0.17—16.21) NJ/A 5* 1.72 (1.51-1.96) 72% 1* 1.70 (1.03—2.81) 67%
Population
Community 4 2.30(1.24—426) 0% 5 148 (1.24-1.77) 63% 6" 1.40 (1.18—1.66) 36%
Long term care 6 1.18 (0.97—-143) 88% 11 146 (1.26—1.69) 33% 3 1.11 (0.84—1.47) 0%
Hospital 4 1.57 (1.01-243) 67% 2 157 (1.43-1.74) 76% 4 1.69 (1.06—2.68) 84%
Other 2" 1.82 (1.10-3.00) 86% 4" 1.75 (1.54—-1.99) 73% 1 1.93 (1.24—-1.65) N/A

Cl, confidence interval.

*Study calculated only once in number of studies if results of men and women or different age groups separately reported. Both results pooled.

AP

OR: 1.54
(1.28-1.85)

AD

OR: 1.57
(1.43-1.74)

BZD
OR:1.42

(1.22-1.65)



Sources de variabilité interindividuelle de

DOSE PRESCRITE la réponse aux psychotropes

e Erreurs de traitement
e Compliance du patient

¥

* Fonctions hépatique et
rénales

* Age, sexe

* Grossesse

* Poids corporel

DOSE ADMINISTREE * Vitesse et quantité absorbée “

e Distribution plasmatique et
tissulaire

e Liaison aux protéines
plasmatiques

e Métabolisme et élimination

.

* Facteurs pathologiques
* Facteurs génétiques
* Interactions

* Interaction au niveau du médicamenteuses
site d’action

e Etat fonctionnel du
systeme visé

o Sélectivité du médicament

CONCENTRATION AU
SITE D’ACTION

¥

RUAVAY,

EFFETS
EFFETS INDESIRABLES [ e placebo
EFFICACITE « Tolérance,

désensibilisation



*»" Polymorphisme génétique du CYP 2D6
| & phénotype d’activité

e IR TR R TR

Ulitrarapid Extensive Intermediate Poor
metabolizers metabolizers metabolizers metabolizers
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En résumeé

*Elargissement de |a prescription des antipsychotiques
atypiques ( in et off label)

*Pathologies ou on prone des prises en charge
psychothérapeutiques ou environnementales qui ne sont
pas toujours accessibles

*Pathologies ou on utilisait les benzodiazépines

*Peu de données d’efficacité/effets indésirables dans la
population générale

*Peu de recul avec l'utilisation de ces molécules
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En pratique pour le MPR

*Essai — objectifs réalistes |
*Réévaluation réguliere de la prescription
*Penser aux interactions médicamenteuses (QT)

*Penser a la surveillance du poids et du syndrome
métabolique

Merci de votre attention
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