Approche médicamenteuse
du PTSD
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PTSD © ON:TRAITE COMMENT ’

APsychothérapie >>> pharmacothérapie

AMAIS :

AStratégies pharmaco en évolution : notamment psychothérapie
« augmentées» (ou «médiées» par pharmacothérapiespropranolol es/kétamine)

AStratégies pour apaiser, traiter les-morbidités
& rendre le patient «accessible> a la psychotherapie
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RECOS PTSD PREVENTION

British Association for
Psychopharmacology (BAP, 2014)

RoyaumeUni

Organisation mondiale de la Santé
(2013)

Veterans Health Administration
(VHA), Department of Defense
(2010)

EtatsUnis

Traitement psychologique

Pour la prévention du TSPT aprés
traumatisme important :

UneTCC préventive axée sur le
traumatisme est recommandée

Lesséances uniques ou multiples d
débriefing (séance de verbalisation
adzNJ £t QAYOARSY
pas recommandées.

Apres un évenement traumatique
potentiel récent :

LaTCC est recommandée pour le
traitement des symptomes aigus d¢
stress posttraumatique.

Aucune recommandation précise
pour les consultations individuelles
pour la résolution de problemes,

f Q9as5wx fIF NBf I E
psychoéducation.

I LINE&A f QSELI2AACD

traumatique :

LaTCC est recommandée comme
intervention précoce pour prévenir
le TSPT (chez les patients présenti
des symptémes précoces
importants).

LalJd @ OK2 1 KSNJ LA S
recommandée chez les personnes
asymptomatiques.

Lesséances individuelles de
débriefing ne sont pas
recommandées.

Les séances de groupe a participation
volontaire peuvent étre efficaces.




RECOS PTSD PREVENTION

Traitement pharmacologique

British Association for
Psychopharmacology (BAP, 2014)

RoyaumeUni

Pour la prévention du TSPT apres
traumatisme important :

Untraitement préventif par
propranolol ou sertralineest
recommandeé

Organisation mondiale de la Santé| Veterans Health Administration

(2013)

Apres un évenement traumatique
potentiel récent :

Lesbenzodiazépines et les
antidépresseurs ne sont pas
recommandeés

Les benzodiazépines ne sont pas
recommandées chez les adultes
FLAalLyd RS €t QAY

(VHA), Department of Defense
(2010)

EtatsUnis
I LINB a
traumatique :
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Untraitement pharmacologique
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PTSD.&cos

A 1eeligne : interventionspsychothérapaxées sur letraumatismessousla forme de thérapiesognitive
comportementales axées sur lgaumatismes ¢ognitivegbehaviourakherapies with a traumdocus(CBTTF)) et
EMDR éyemovementdesensitisatiorand reprocessiny

A 2ndeintention : approchegpharmacologiques

MAISmédicaments sont largement prescrits pour le PT38Dportance prescriptions fondéesur des preuves
MAIS impligue de(antégré a une comprehension des attentes pharm#uoérapeutiques)

A Recogubliéesrécemment:
- NICE

National Institute for Health and Care Excellence.-Paaimatic StresBisorde(NICE Guideline NG116). NICE, 2018

- International Society for Traumatic Stress Studies (ISTSS

Bissonlletal. ThelnternationalSociety for Traumatic Stress Studies new guidelingedgreventiorand treatment of
PTSD: methodology and developmprdcessJTrauma Stress 2019; 32: £83.

Bisson JI, Baker A, Dekker W, Hoskins MD. Evidence-based prescribing for post-traumatic stress disorder. Br J Psychiatry. 2020;216(3):125-126.
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ANeurobio& neuroanatomiesimplifiée du PTSD

= comprendrda «logigue» du (des) traitement(s)
pharmacothérapeutiques)

AAppréhension des options trés diverses et parfois a des
« échelons» diﬁérentS(Iogiquephysiocomportementale/ersus moléculaireyotamment)




Stress:& réactioneuro-endogcrine PTSD

PTSSDR&CRORTISOL Axe hypothalame-hypophysesurrénalien
Patients PTSD Hypoﬁamus

Versus sujets témoins sains -

Et, patients avec depression : N

= taux cortisoplasm +salivd® ¢ TypopRyse

A au réveil ~N

ACTH

A urines de 24 h
Médullosurrénales /\;; Corticosurrénales

¢l dzE RS O2NIAazft LIXIFavYl iAld C
= + grande Sévénté)/mpt Contisall| /Aténaline

| |
Organes cibles

b. Y R2yySSa O2y iGN} RAO(G2ANBAEX e —



Stress-etrmémoire PTSD

STIMULUS
l /A ENCODACA\
Organes A MEMOIRE LONG TERME
sensoriels

W

|  consoLiDATION |

|

MEMOIRE SENSORIELLE
A 1sec

|  RECUPERATION |

[

| RECONSOLIDATION |

MEMOIRE COURT TERME
A 1min

Y

‘ MEMOIRE LONG TERME ‘

A jours, mois, années
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CPF & CCA
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NEUROENDOCRINE
Axe HHS

NEUROTRANSMISSIONS

Catécholamines
Dopamine: Dm
Noradrénaline::Nad

Sérotonine BHT

Hypoaoartissl e

accrue de CRH

Libérationsoutenue et |
@ talix|DmizE |

@ talixfacibitéNad ( A O

M taiixIs-HIE  p
Raphédorsal, médian,
dorsomédian

Désinhibition li3
CRH/ACTHIAd
@ réponse au stress

Encodage anormal du stre
+1tt de la peur
Emoussement de la fib
RATTH

Favorise atrophie
hippocampique

Y

Interfere avec le
conditionnement de la peur /
systememésolimbique

@ & U NeBcadage Hes
souvenirs de peur

@ pouls, TA+-réponses
somatiques aux souvenirs

Perturbe la fonctionnalité
amygdalehippocampique
¢ f S ankidyhdaes
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intrusions mnésiques

Traitements

Hydrocnttisane
(& dexaméthasong

Antipsycihatiiguies

& et B bloquants
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NEUROTRANSMISSIONS
Acides:aminés o ackividd GRENRptiagee | ¢ Samhdolytidie
@ activité glutamatergique | Favorise derealisation /
dissociation

Peptides @ G F-deHorphine /LCR

la dissociation

Analgésie induite par le stressl

NEUROGANATOMIE

Hippocampe ¢ @2ftdzyS g |

Altération réponse/stress et
extinction peur

Amygdale @ FOUAGAGS Favorise Hypervigilancer
entrave discrimination des
menaces

Cortex Dysrégulatiorict® exécutives ’|

C 2 f
¢ O2f Entrave extinction des réactio
de peur

|SRE{BZE)



PTSD O ONRFRAITE QUOI ?

APsychotrauma?
= Indirectement

Y conséquences neurobiologiques et symptomatiques
(action sérotoninergiques, noradrénergiques, hotamment)

AComorbidités ?
= PTSBomorbide= «la regle» ?




PTSD.&comorbidités

A Comorbidités psychiques trés fréquentelans |lePTSDN £ % des cas

= donnéed comorbiditéspsychiatriques dans IBRTSD résultatsenquétesur la morbidité
psychiatrique chez 'adultepopulation GB

- 7403adultes
- Prévalence 2.9% / 3.3%%0| vs2.4%ll :
- Comorbidité psy les + fréquentes :

Dépression comorbidité + courante54% cas T NBIj dzSy OS des | SO &4 S
symptomes#PTSD

Autres :Phobie social€36 %), symptomes psychotiques (30), trouble obsessionnel
compulsif (28%), agoraphobie/trouble panique (1%), trouble anxieux généralise (%)

Qassem T, Aly-ElGabry D, Alzarouni A, Abdel-Aziz K, Arnone D. Psychiatric Co-Morbidities in Post-Traumatic Stress Disorder: Detailed Findings from the Adult Psychiatric Morbidity Survey in the English
Population. Psychiatr Q. 2021;92(1):321-330.
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CLINICAL RESEARCH ARTICLE & OPEN ACCESS | onecifor upiatos |

Pharmacological therapy for post-traumatic stress disorder: a systematic review
and meta-analysis of monotherapy, augmentation and head-to-head approaches

Mathew D. Hoskins, Jack Bridges, Robert Sinnerton, Anna Nakamura, Jack F. G. Underwood, Alan Slater,
Matthew R. D. Lee, Liam Clarke, Catrin Lewis, Neil P. Roberts @& and Jonathan [. Bisson

Division of Psychological Medicine and Clinical Neuroscience, Cardiff University, Cardiff, UK
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Risk of bias lsgend P
(A) Random sequence generation (selection bias) (E) Incomplete outcome data (attrition bias)
(B) Allocation concealment (selection bias) (F) Selective reporting (reporting bias)
(€) Blinding of paricipants and personnel (performance bias) (G) Other bias
(D) Blinding of ouicome assessment (deteclion bias)
(E) Incomplete outcome data (atition bias)

{F) Seiective reporting (reporting bias) Figure 5. All agents versus placebo augmentation.
(G) Other bias

Figure 2. Any agent versus placebo.







Iproniazide MARSILID®
Phénelzine NARDILA™
NARDELZINEA™
Tranylcypromine PARNATEATY
TRANYLCYPROMINEATY
Isocarboxazide MARPLANA™

Mirtazapine NORSET®

Miansérine MIANSERINE® (ATHY:MIL)

Agomélatine .
Agoniste
VALDOXAN® mélatoninergique

Non sélectifs

’ Sélégiline EMSAMA™Y

Moclobémide
MOCLAMINE®

Venlafaxine EFFEXOR®
Milnacipran IXEL®

Duloxétine CYMBALTA®

Desvenlafaxine PRISTIQ®
Lévomilnacipran FETZIMA®

Antagoniste des \/

Antagonistes a,

(ANaSSs)
‘ﬁs &
agoniste MOR

Tianeptine - N

STABLON® Tricycliques

(tétracycliques)

ou Imipraminiques

Amitryptyline LAROXYL® ELAVIL®
Imipramine TOFRANIL®
Clomipramine ANAFRANIL®

Doxépine QUITAXON®
récepteurs NMDA Dosulépine PROTHIADEN®
Eskétamine ' « Atypiques » ?r:no_xapint_e DESFLAJ\II:IIIIE).NTI o
SPRAVATO® . rimipramine
Antidépresseurs Maprotiline LUDIOMIL®
IMAO
| Réboxétine EDRONAX®
\ Citalopram SEROPRAM®
Escitalopram SEROPLEX®

ATD a activité
multimodale
(MSS ou APSIR)

Vortioxétine BRINTELLIX®
Vilazodone VIIBRYD®

Fluoxétine PROZAC®

Paroxétine DEROXAT® DIVARIUS®
Sertraline ZOLOFT®

Fluvoxamine FLOXYFRAL®

Antagoniste de la SHT
& inh. de la recapture

Trazodone TRAZOLANA™Y




Désinhibition de la
libération 5SHT &N\ad

Antagonisted ,

mirtazaping mianserine

IMAO

Phénelzinédranylcypromine

= inhibiteurs de la \N\'\\Q

. : : MAQO,
dégradation enzymatique

Synthese des monoamines
(5-HT, NAd, Dopamine)

Action mutimodale

ISRS
IRSNa _ >

Tricycliques

= inhibiteurs de la
recapture

Bloque les transporteurs
(recapture) :

SERT
NAT

Tricycliquesantagonistes",,
vortioxéting agomélating etc



PTSD.& antidépresseurs -quel:usage

ALutterO2 vy 1 NB f-HTqu: G I dzE p
A Perturbent fonctionnalitéamygdalehippocampique
Ac leviersanxiolytiques
A vigilance, impulsivité, intrusions mnésiques

ATraitements des comorbidité®
ADépression
ATroubles anxieux associés = Phobie/anxiété sociale, TOC, trouble panique, TA

Y IRS = traitement de®I€ intention
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REVIEW ARTICLE

Guidelines for the pharmacological treatment of anxiety disorders,
obsessive—compulsive disorder and posttraumatic stress disorder
in primary care

BORWIN BANDELOW!, LEO SHER?, ROBERTAS BUNEVICIUS?, ERIC HOLLANDER?,
SIEGFRIED KASPERY, JOSEPH ZOHAR®, HANS-JURGEN MOLLER®, WFSBP TASK
FORCE ON MENTAL DISORDERS IN PRIMARY CARE® AND WEFSBP TASK FORCE ON
ANXIETY DISORDERS, OCD AND PTSDP

| Department of Pevchiatry and Psychotherapry, Unroersity of Gattingen, Gattingen, Germarry, 2Albert Einstem College of
Medicme and Monitefiore Medical Center, New York City, NY, USA, *Institute of Psychophysiology and Rehablitarion,
Lithuanian Unroersity of Health Sciences, Palanga, Lithuania, *Depariment of Povchiairy and Prychotheragry, Medical
University of Vienna, Vienna, Austria, *Division of Prychiatry, Chaim-Sheba Medical Center, Tel-Hashomer, Ramat Gan,
Tsrael, and *Department of Psychiatry and Psychotherapy, Ludenig Maxinalian University, Muvich, Germany

Table 1. Categories of evidence and recommendation grades (Table III gives the categories of
evidence for all recommended drugs). For a detailed definition of the evidence and recommendation

grades, see [1].

Category of evidence

Description

A

B

C
C1
C2
C3

D

E

F

Full evidence from controlled srudies

Limited positive evidence from controlled studies

Evidence from uncontrolled studies or case reports/expert opinion
Uncontrolled studies

Case reports

Based on the opinion of experts in the field or clinical experience
Inconsistent results

Negative evidence

Lack of evidence

Recommendation grade

Based on:

Vi o -

Category A evidence and good risk-benefit ratio
Category A evidence and moderate risk-benefit ratio
Category B evidence

Category C evidence

Category D evidence




‘Table I1I. Recommendarions for drug trearment of anxiety disorders and OCD. Daily dose in mg (in brackets: categories of evidence and

recommendation grade: see Table 1.

Generalized Social Obsessive-
anxiery anxiety compulsive  Post-traumanc
Panic disorder disorder disorder disorder stress disorder
Selective Serotonin Reuptake Inhibitors
(SSR1s)
Ciralopram 2060 (A; 1) 20-40 (B; 3)
Esatalopram 10-20 (A; 1) 10-20 (A; 1) 10-20 (A; 1) 10-20 (A; 1)
Fluoxetine 20-40 (A; 1) 20-40 (I); 5) 20-60 (A; 1) 20-40 (A; 1)
Fluvoxamine 100-300 (A; 1) 100300 (A; 1) 100-300 (A; 1)
Paroxetine 2060 (A; 1) 20-50 (A; 1) 20-50 (A; 1) 2060 (A; 1) 2040 (A; 1)
Sertraline 50-150 (A; 1) 50-150 (A; 1) 50-150 (A; 1) 50-200 (A; 1) 50-100 (A; 1)
Serotonin Norepinephrine
Reuptake Inhibitors (SNRIs)
Venlafaxine 75-225 (A; 1D 75-225 (As 1) 75-225 (A: 1D 75-225 (A: 1)

Dloxetine

Tricyche Antidepressants

Amitriptyline
Clomipramine
Imipramine

Calcium Channel Modulators

Pregabalin
Gabapentn
MAO Inhibitors
Phenelzine

Reversible Inhibitor of Monoaminoxidase

A (RIMA)
Moclobemide
Benzodiazepines
Alprazolam
Clonazepam
Diazepam
Lorazepam

Arypical Antpsychotics

Quenapine
Risperidone

Tricyclic Anxiolytic

Opipramol
Azapirone
Buspirone

Noradrenergic and specific serotomnergic

antidepressant (NasSA)

Mirtazapine
Antihistamine

Hydroxyzine

75-250 (A; 2)
75-250 (A; 2)

45-90 mg (B; 3)

1.5-8 (A; 2)
1-4 (A; 2)
5-20 (A; 2)
28 (A; 2)

50-150 (B;3)

60-120 (A; 1)

150-600 (A; 1)

5-15 (A; 2)
2-8 (A; 2)

50-300 (A; 1)

15-60 (D; 5)

37.5-75 (As2)

600-3,600 (B; 3)

45-90 (A; 2)

300-600 mg (D; 5)

1.5-8 mg (B; 3)

75-300 (A; 2)

45-90 (I 5)

30-60 (B; 3)

75-200 (B; 3)

75-200 (B; 3)

45-90 (I; 5)

0.5-6 (B; 3)

30-60 (B; 3)

Abbreviations: see text. Not all drugs are currently approved 1n all countries for these indications; refer to local prescribing information.




TOC Trouble panique Trouble « anxiété sociale » TAG SSPT

ISRS A1

Citalopram A/l B/3

Escitalopram All All All All -

_

Fluvoxamine

Sertraline

Duloxétine
Imipraminiques Clomipramine A2 Al2

Amitriptyline B/3

Imipramine Al2 B/3
Gabapentinoides Prégabaline Al

Gabapentine B/3
IMAOs Phénelzine B/3 Al2
Benzodiazépines Alprazolam Af2

Clonazépam Al2 B/3

Diazépam Af2 A2

Lorazépam Al2 Al2
Antipsychotiques Quétiapine All

Rispéridone B/3
Autres Mirtazapine B/3 B/3

Hydroxyzine Al2

Opipramol B/3




Indications« troubles-anxieu
#antidépresseurs Fr/AMM/ANSM

‘Annales Pharmaceutiques Francaises (2015)

Disponible en ligne sur Elsevier Masson France

ScienceDirect EM|consulte

www.sciencedirect.com www.em-consul Ite.com

EL IER
MASSON

REVUE GENERALE

Psychopharmacologie de I’anxiété et de la
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summary

There is strong research evidence to sUpport the pharmaco- Keywords

logical treatment of post-traumatic stress disorder (PTSD) as a PTSD; pharmacotherapy; prescribing algorithm;
second line to trauma-focused psychological interventions. treatment: evidence-based.

Fluoxetine, paroxetine, sertraline and venlafaxine are the best-

evidenced drugs, with lower-level evidence for other medica-

tions. It is importantthat prescribing for PTSD is evidence-based |
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SSRIs versus placebo
5td. Mean Difference

Study or Subgroup IV. Random. 95% Cl SE‘?Tl(d.@S@SS&iS)
Brady 2000 (sertraline) — FM(( 55
Brady 2005 (sertraline) —
Connor 1939 {fluoxetine} . PARX{ 4}
Davidson 2001a (serlraline) —
Davidson 2006a (sertraline) ——
Friedman 2007 (sertraline) —
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Martenyi 2002a (fluoxetine v pla) —
Marternyi 2007 (Muoxeline) ——]
Fanahi 2011 (sertraline} —_—
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Davidson 2006a (venlafaxine)
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Table 3. Effects of Treatment on Total PTSD and Cluster Scores (LOCF)

Venlataxine ER Placeho

(n = 161) (n = 168)
I 1 I 1

Outcome Measure Baseline Week 24 Baseline Week 24 P Value*
CAPS-5SX; total score, mean (SD) 81.0 (14.62) 29.2 (26.09) 82.9 (15.50) 38.1 (29.11) 006
CAPS-5X;; cluster B (reexperiencing) score, mean (SD) 24.6 (5.93) 8.0 (8.5) 24.9 (6.70) 10.6 (9.97) 008
CAPS-5X,; cluster C (avoidance/numbing) score, mean (SD) 31.8 (8.00) 11.5(11.41) 32.9(7.71) 15.2 (11.82) 006
CAPS-SXi; cluster D (hyperarousal) score, mean (SD) 24.6 (5.71) 9.8 (8.83) 25.1 (5.68) 12.2 (9.73) .06

Forteffet placeboretrouvé dans les essais de traitement 81SD
Ici : participants sougLX éd° moy de 64%symptdmesPTSD versugd® moy 54 %sous placebo
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Any agent versus placebo

E:perimental Control Std. Mean Difference Std. Mean Difference Risk of Bias
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0 X0
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Test for overall effect: Z = 6.98 (P < 0.00001)
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(G) Other bias
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FIGURE 2. Clinician-Administered PTSD Scale (CAPS) Scores for
PTSD Patients in Study of Quetiapine®
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Hoskins MD et al. Pharmacological therapy for post-traumatic stress disorder: a systematic review and meta-analysis of monotherapy, augmentation and head-to-head approaches. EUROPEAN JOURNAL OF
PSYCHOTRAUMATOLOGY 2021, VOL. 12,
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TABLE 3. Summary of Outcomes of Reviewed Studies of Benzodiazepines in PTSD
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Clinical Trials

Level of
Evidence

Efficacy
Anxiety, short term
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Long term
Inefficacy
Overall severity
Startle reflex
Psychotherapy outcomes
Depression
Owverall well-being
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Anxiety
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Substance use
Social functioning
Worsened oulcomes
Overall severity
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Aggrezzion
Substance use
Anxiety
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Guina J, Rossetter SR, DeRHODES BJ, Nahhas RW, Welton RS.
Benzodiazepines for PTSD: A Systematic Review and Meta-Analysis.
J Psychiatr Pract. 2015;21(4):281-303.
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Trial of Prazosin for Post-Traumatic Stress Disorder
in Military Veterans

M.A. Raskind, E.R. Peskind, B. Chow, C. Harris,* A. Davis-Karim, H.A. Holmes, K.L. Hart, M. McFall, T.A. Mellman,

C. Relst. B CONCLUSIONS

distressing dreams or improve sleep quality.

In this trial involving military veterans who had chronic PTSD, prazosin did not alleviate

Raskind MA, Peskind ER, Chow B, et al. Trial of Prazosin for Post-Traumatic Stress Disorder
in Military Veterans. N Engl J Med. 2018;378(6):507-517.

Reist C, Streja E, Tang CC, Shapiro B, Mintz J, Hollifield M. Prazosin for treatment of post-
traumatic stress disorder: a systematic review and meta-analysis CNS Spectr. 2020;1-7.
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Prazosin for treatment of post-traumatic stress
disorder: a systematic review and meta-analysis

1,2,3

Christopher Reist , Elani Streja'*, Cynthia Crystal Tang", Bryan Shapiro'”,
Jim Mintz”® and Michael Hollifield"

Conclusions. Despite the results of a recent, large randomized study, pooled effect estimates
show that prazosin has a statistically significant benefit on PTSD symptoms and sleep distur-
bances. Limitations that should be considered include heterogeneity of study design and study
populations as well as the small number of studies conducted and included in this meta-analysis.
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