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Troubles bipolaires chez la PA

» Diagnostic aprés 55 ans : 15a 20 % des TB

« TB>60ans:1%

» | Prévalence avec dge

» Déces prématuré
v'Comorbidités somatiques l ”“mi{"

/ s u i C i d e PSYCHIATRIE oe1s

PERSONNE AGEE
2* édition

» Changements présentation clinique

Médecine

(Calvet & Clément, 2019)



Troubles bipolaires chez la PA : un
groupe hétérogene !

» 3 sous-types

» TD récurrents dge adulte devenant bipolaires
tardivement (7 a 30 %)

v'Dans 50 % des cas 2 3 épisodes dépressifs

 Troubles bipolaires vieillissants (13 a 60 %)
v'Symptomatologie atypique ou mixte + fréquente

» Troubles bipolaires tardifs (20a26 %) (
60 ans)

v' + de 70 % origine neurologique (cérébrovasculaire)

v' Manie secondaire
(Calvet & Clement, 2019)



Troubles bipolaires chez la PA :
Evolution

Données contradictoires

v Taux récidive : 30-50 % : continue récidive malgré
_ dge

Evolution vers chronicité des épisodes : 5-30 %
Episodes thymiques + longs

Amélioration thymique + difficile

Manie chronique + fréquente

Intervalles + courts entre chaque épisode
Rechutes et récidives thymiques + fréquentes
Evolution TB dii a une affection médicale selon
pathologie sous-jacente
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Le phénomeéne de sensibilisation ou de
kindling : Qu'est-ce que c'est ?

Prédisposition —p

genéuque
Manic 4

Euthymie

Cydes
spontanés
Réponse
compensatoire :
hypomanic
Dysphories Dépression Réccurrences
mineures compléte similaires i

Dépression ¥

Stress majeur

Episode mineur

Episodes
spontanés

Stress mineur
Episode majeur

Stress majeur
Episode majeur

(Calvet et al., 2019)
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INTERVAL LENGTH (months)

Un peu d'histoire : précurseurs aux
travaux de Robert M. Post
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FIGURE 2. Decreasing well intervals in recurrent affective illness.

.
(Kraepelin, 1921, Cutler & Post Compr. Psychiatry, 1982)
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Epilepsia, 25(2):234-239. 1984

Raven Press, New York

Les travaux de Robert M. Post

© International League Against Epilepsy

Electroconvulsive Seizures Inhibit Amygdala Kindling:
Implications for Mechanisms of Action in Affective Illness

Section on Psychobiology, Biological Psychiatry Branch, National Institute of Mental Health, Bethesda, Maryland

AFTER-DISCHARGE DURATION

SEIZURE STAGE

R. M. Post, F. Putnam, N. R. Contel, and B. Goldman
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CLINICAL EEG and NEUROSCIENCE

©2004 VOL. 35 NO. 1

Convergences in Course of lliness and Treatments
of the Epilepsies and Recurrent Affective Disorders

Robert M. Post and Susan R.B. Weiss

a DEVELOPMENT

b compLETED

C SPONTANEOUS

(EARLY)

(MID)

(LATE)

SEIZURE 5 oo oo o o
STAGE 3

1

0

s PEEEEE THE T

OF AMYGDALA

FOR ONE SECOND
Early Mid Late
TREATMENTS
ECS ++ e
VALPROATE ++ T+
LEVETIRACETAM B ++
DIAZEPAM +- ++ 0
PHENYTOIN 0 + +
CARBAMAZEPINE 0 ++
LAMOTRIGINE 0 ++
MK 801* ++ 0
CLONIDINE (alphs 2 agonist)  ++ 0
ATROPINE acetylchotine  (++) 0

antagonist)

++ = highly effective; + = ambiguous; 0 = not effective; ( ) = inconsistent data

* glutamate NMDAy antagonist



Les travaux de Robert M. Post

3 phénoménes dans le trouble e e
bipolaire |
v'Kindling (ou embrasement)
v' Sensibilisation T
v’ Conditionnement == EREE

Post RM, Rubinow DR, Ballenger JC.
Conditioning and Sensitisation in the
Longitudinal Course of Affective
Illness. British Journal of Psychiatry.
1986;149(2):191-201.



Available online at www.sciencedirect.com
e 4

“».” ScienceDirect

Neuroscience and Biobehavioral Reviews 31 (2007) 858-873

Review

NEUROSCIENCE AND
BIOBEHAVIORAL
REVIEWS

www.elsevier.com/locate/neubiorev

Kindling and sensitization as models for affective episode recurrence,
cyclicity, and tolerance phenomena

Robert M. Post™

Penn State College of Medicine, 3502 Tumner Lane, Chevy Chase, MD 20815, USA

Phenomena in course of affective disorders modeled by kindling and behavioral sensitization

Descriptors Kindling Sensitization Phenomenon in affective illness
(K) (S)
Stressor vulnerability — + + Initial stressors early in development may be without effect but
predispose to greater reactivity upon rechallenge
Stressor precipitation + + + + Later stress may precipitate full-blown episode
Conditioning may be involved + + + Stressors may become more symbolic
Episode autonomy + + - Initially precipitated episodes may occur spontaneously
Cross-sensitization with stimulants or local + + + + Comorbidity with drug abuse may work in both directions
anesthetics affective illness «»>drug abuse
Vulnerability to relapse + + + + S and K demonstrate long-term increases in responsivity
Episodes may
e become more severe + + + + Both S and K show behavioral evolution in severity or stages
e show more rapid onsets + + Hyperactivity and stereotypy show more rapid onsets
® become spontaneous + K seizures evolve to spontaneous seizures
Anatomical and biochemical substrates evolve + + + K memory-trace evolves from unilateral to bilateral; S memory
trace evolves from midbrain to n. accumbens
IEGs involved + + + + Immediate Early Genes (IEGs) such as c-fos induced
Alterations in gene expression occur + + + + IEGs may change later gene expression, for example, peptides
over longer time domains
Change in synaptic microstructure occurs + + - Neuronal sprouting and cell loss indicate structural changes
Pharmacology differs as function or stage of + + + + K differs as a function of stage; S differs as a function of

evolution

development versus expression
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Journal of Psychiatric Research 43 (2009) 497-502

Contents lists available at ScienceDirect

Journal of Psychiatric Research

journal homepage: www.elsevier.com/locate/jpsychires

Corticolimbic metabolic dysregulation in euthymic older adults with
bipolar disorder

John O. Brooks II1*?*, Jennifer C. Hoblyn P, Stephanie A. Woodard?, Allyson C. Rosen "<, Terence A. Ketter ¢

Inferior & Middle Frontal
Middle Frontal Gyrus  Superior Frontal
Gyrus Gyrus
16 48

b

A A

Amygdala & Caudate

parahippocampal gyrus




Troubles dépressifs & récurrence :
Facteurs de risque / Facteurs de vulnérabilité

Facteurs de risque Facteurs de vulnérabilité
de récurrence thymique a la récurrence thymique

Nombre d’épisodes antérieurs Evénements de vie stressants
[d’autant + terrain fragile, domaine investi]

Précocité du début : avant age adulte Personnalité / Interaction Personnalité-Evénement
[svt ATCD familiaux associés] / absence [hérédité Neuroticisme, coping, résilience]
précoce de Tt « neuroprotecteur »

Présence de comorbidités Evénements de vie traumatiques précoces
psychiatriques (TP, addictions)
Intensité de la symptomatologie Anomalies cognitives persistantes
dépressive au cours de I'épisode [Tb attention, concentration, mnésique, exécutif]

Réponse au traitement ép. dépressif
[nombre de symptdémes résiduels]

(daprés Goudemand, 2014)
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Genome-wide analyses for personality traits identify six genomic loci
and show correlations with psychiatric disorders

a
| 1. Agreeableness -0.2 ** 0.22** -0.40** 0.11 -0.03 0.07 -0.29" 0.08 -0.24* -0.03
G t
c:l::':lncuon <«
M 2. Conscientiousness 0.23"- 0.15* -0.18" -0.19* -0.13* -0.18* -0.28" -0.10 -0.21* 0.01
0s S
[
an 3. Extraversion 0.22** 0.15* -0.35** 0.34"* -0.01 0.18" 002 030" -0.04 -005 <.
05 Fta
Q @
.-m 4. Neuroticism -0.40** -0.18* -0.35** -0.15* 0.14 -0.01 0.56** 0.06 0.10 0.15" §°
aC) ©
% =
5. Openness to experience 0.11 -0.19* 0.34** -0.15'-0.36“ 0.34** 028" 0.19 0.12 009 -~
6. Schizophrenia -0.03 -0.13* -0.01 0.14 0.36"" 0.65** 0.47** -0.03 0.11 0.21* S
7. Bipolar disorder 0.07 -0.18* 0.18* -0.01 0.34** 0.15 0.07 0.16* c == o o o c c
S S8 ¢ & & la 2
5 90 § 5§ 2|2 a
8. Major depression -0.29* -0.28* 0.02 0.56** 0.28* 0.47** 0.52* -0.12 012 0.17 > 3 5 2 2|8 ¢
= O > P = © a ()
9. Attention-deficit/ SEE ¢ 5 3|2 ©
- Altention-delicili' g 08 940 030* 006 019 -003 015 -0.12 -0.10 -0.06 2% o o 2 S,
hyperactivity disorder o < a e ©
@ 8§ < =
o
10. Autism spectrum disorder -0.24* -0.21* -0.04 0.10 0.12 0.11 0.07 0.12 -010- =z
11. Anorexia nervosa -0.03 001 -0.05 0.15* 0.09 0.21** 0.16* 0.17 -0.06 0.06 -

1 2 3 4 5 6 7 8

(Lo et al. Nat Genet., 2017)

Autism spectrum disorder

Openness to experience

13
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Negative affectivity, aging, and depression: results from the
Neurobiology of Late-life Depression (NBOLD) study

Correlatlon of ALFF with NA Figure 2c
w;»,. 0% (‘ Distinct vmPFC clusters negatively
Z@\ é q 4 f ?* R,  correlated with NA from the never-
84 depressed group (Red) and from

depressed group(green)

[7] Unique area of overlap that its ALFF
was positively correlated with NA
in the never-depressed (red) and

éq % \\ YL hf"

A (

*( \ negatively correlated with NA in the
depressed group (green).

[l Depressed < Never Depressed Qt [[]Unique area of overlap in the
5“-: cerebellum that its ALFF was
Ml Depressed > Never Depressed é & positively with NA in both never-
depressed (red) and depressed group

b (green)
Never- Depressed Group Depressed Group

. Depressed < Never Depressed

. Depressed > Never Depressed

Il Positive correlation of ALEF with NA B Negative correlation of ALFF with NA

(Steffens et al. Am J Geriatr Psychiatry, 2017)
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Vieillissement, Coping & Emotions

ANTECEDENTS TRANSACTIONS CRITERES
Réévaluation

Déterminants l

environnementaux et Evaluation

situationnels primaire

(nature de I'évenement. (stress percu)

controlabilité...) v
' | (EffeTs niédiateurs;] Stratégies de Issues
(Transactions) /

: coping i
Evaluation
Déterminants personnels, secondaire
cognitifs et conatifs ™ (controle percu)

ressources de coping...)

(croyances. personnalité, T

Réévaluation

Schéma : Les étapes et les déterminants du processus de coping

15
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Personnalité, Evénements de vie,
Cognition & Dépression

Role de schémas cognitifs d}/sfonc‘rionnels ?
(Barnett et Gotlib, 1988 Hammen et al, 1990; Charlton et al., 1995)

Résignation apprise (sesigman, 1967)

Lieu de controle externe et affects négatifs
(Abramson, 1978 et 1989; Rotter, 1966, Metalskyet al., 1993)

Evénements de vie traumatiques précoces (vulnérabilité)

— Perte précoce d'un parent ou séparations prolongées
(Patten, 1991)

— Maltraitances ph;/siques, gs;chologiques ou sexuelles
(Kaufman, 1991, Léger & Ouango, 200Z2)

Evénements de vie tfraumatiques tardifs
(facteurs précipitants)

— Expériences de pertes
— Facteurs socio-économiques (8rown, 1978) 16



Evénements négatifs précoces &
Récurrence du TB

Percent Recurrence

Mild Severe
Stress Level

—eo— Mild Early Adversity —m - Severe Early Adversity

(Dienes et al., J Aff Dis 2006 ; Shapero et al. Behav Ther., 2017) 17



Solitude-Isolement social VS
Trouble de I'humeur & Récurrences

Consequences:

/\ Loneliness

Physical Health:

. /PChronic conditions.

Mechanism:

\l/ Resourcefulness

« \/ Functional status.

———>| Mental health:

+ /\Symptom anxiety.

o \/ Self-assessed Health.

T1, Wave 1, 2005-06

Social disconnectedness

Perceived isolation

Depression symptoms

013

T2, Wave 2, 2010-11

Social disconnectedness

Perceived isolation

Depression symptoms

T3, Wave 3, 2015-16

Social disconnectedness

Perceived isolation

Depression symptoms

Figure 1: Model 1 longitudinal associations between social disconnectedness, perceived isolation, and

depression symptoms

Data shown are coefficients and all associated p values were less than 0-0001.

. /I\Depressive symptoms.

(Bekhet & Zauszniewski. Arch
Psychiatr Nurs.,2012)

T1, Wave 1, 2005-06

Social disconnectedness

009

008

Perceived isolation

<

Anxiety symptoms

K
009

T2, Wave 2, 2010-11

Social disconnectedness

0-09

Perceived isolation

<

012

Anxiety symptoms

009

T3, Wave 3, 2015-16

Social disconnectedness

Perceived isolation

Anxiety symptoms

Figure 2: Model 2 longitudinal associations between social disconnectedness, perceived isolation, and

anxiety symptoms

Data shown are coefficients and all associated p values were less than 0-0001.

(Cohen et al. J AfF Disord., 2004 ; Santini et al. Lancet Public Health, 2020)




« TB: Forte composante génétique (jumeaux monozygotes
40a70 %)
» Stress = facteur impliqué mais pas étiologique principal
« Réactivité aux stress
v’ Sensibilisation (controversée)
v' Evénements bouleversant les rythmes sociaux

v' Vécu de stress subjectif de I'événement
v" Traits de personnalité (introversion, obsessionnalité), TP

Modeéles explicatifs de 'expression et devenir du trouble bipolaire.

Puissance p)'c:({.it‘til"c‘

Expression du trouble Timing des épisodes
Modéle A : « pénétrance » ou « cffet principal » 40-70 p. 100 0 p. 100
— vulnérabilité géndétiquc
Modé¢le B : interaction « simple » 40-70 p. 100 Risque d'apparition augmenté de 4,57
— vulnérabilité géndétiquc + Stress
Modéle C : interaction « complexc » 40-70 p. 100 Prédiction a 80 p. 100® d’apparition précoce

— vulnérabilité génétique + stress + réactivité au stress

(1) Craddock et al., 1999 [7].
(2) Ellicot et al., 1991 [9].
(3) Swendsen et al., 1995 [29].

(dapres Gindre & Swendsen, 2014, Bender & Alloy, Clin Psychol Rev. 2011) 19



Vieillissement, charge allostatique &
facteurs modulateurs

CNS function Metabolism

Non-remitting mood episodes Diabetes mellitus
Addiction Obesity
Treatment resistance Dyslipidemia
t Cortisol t Inflammatory
cytokines

t Sympathetic tone

t Oxidative

. stress
{ Parasymathetic tone

/x | Brain-derived %

neurotrophic

factor
Cardiovascular function Immune function
Endothelial cell damage Immune suppression
Atherosclerosis Auto-immune diseases

(Muneer Clinical Psychophar. Neuroscience, 2016)
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« Cytotoxicité des épisodes dépressifs
| volume hippocampique (cortisol)

 Altération de la voie du BDNF (brain-derived neurotrophic factor) /
Expression du polymorphisme Val66Met

BDNF: Role in Genetics, Stressors, Episodes, Substance Abuse, and Treatment

. 111. Medications |
4000 0= 4200 0:000= . . PR
o8 Val 66 val — Bipolar Disorder Onset* Lithium Valproate
) 5 e - —_— | [ Yy
E, as0 [ 032} B | ( Ve}l 66 met —~ Cognitive Dysfunction and D. 1 BDNF & BCL2 T BDNF & BCl-2
£ s o *  [Cocaine 1l BAX & P53 | histone deacetylase
2 ° 5 i TBDNF in T i
§ 3500 32 T II. Environmental Neurogenesis &
> 3600 (A.B.C.D.) N.Accumbens T Gliagenesis
2. il i T Gray Matter on MR
£ 3250 g * Mania - Y
3 LBDNF T NAA on MBS
2 S 3300 = . [ H I—l
£ 3000 § g A
£ b @ \
& 2750 = 3000 5 T Antidepressants
1 i 8 ~ . B \ t f T " - e —
I, |Neonatal Adult C. T BDNF & trk B
25001 2700 Stressors Stressors Recurrer)t 1 Neurogenesis
T 1 T | - s Depression MR, GR
Met Carriers Vallval Met Carriers Val/val 2"19'0 ’L BDNF « cortisol
tressor—> ’ .
Prevent hippocampal
BDNF Genotype BDNF Genotype L BDNF,,.. T CRH, volume 'Opsps P
MDD: Major Depressive Disorder WiMoD; EliContro . Repeated T cortisol
Stressorse——l—t—. 4BDNF

in pfcin Repeated
adujt
Stressor—

hippo

(Gonul et al. World J Biol Psychiatry, 2011) (Post, Neuro Biobehav. Reviews, 2007)
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Untreated Depression and Hippocampal Volume

FIGURE 1. Relationship Between Hippocampal Volume

and Days of Untreated Depression in 38 Female Outpa-
tients With Recurrent Depression in Remission*

:.;’
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: 0. —
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Jc

- 2500

o 0 1000 2000 1000 $000

Days of Untreated Depression

* The total ime cach patiert had been in 2 depressive episode was
dmided into days during which the patient was recesving antade.
pressant medication versus days dunng which no antsdepressant
medication was being given. The regression plot shown here de.
picts the significant inverse relationship between total hippocam.
pal volume and the length of time depression went untreated
[beta=_038; RF=0.28; F=14.0, df=1, 36, p=0.0006).

Durées longues ou épisodes dépressifs non traités = réduction volume de
I"hippocampe

Absence relation significative entre durée dépression et perte volume de
I'hippocampe

Les antidépresseurs = effet neuroprotecteur durant la dépression

(Sheline et al. Am J Psychiatry, 2003)



Recurrent depressive symptoms and the incidence of dementia and mild
cognitive impairment

Baltimore Longitudinal Study of Aging : 1239 sujets dgés suivis pendant 25 ans

Figure 1 Kaplan-Meier survival curve of time to incidence of dementia by
recurrence of depressive symptoms (DS)
HR (95% Cl) pValue'
2 1.00 I 3 Never
Z e Once EDS as continuous variable 1.14(1.01-128) |0.030
E iy —— Twice or more:
g 075 EDS as categorical variable
©
3 Never |
2 0.50-
8 At sboriivbide Once 187 (1.21-2.88) |0.004
_g 0.25+ ¥?(1d.f)=14.71; p=0.0001
< Twice or more 2.08(1.23-3.52) |0.006
E
S 0.00

T T T

50 60 70 80 90 100
Age at follow-up (years)

Dépression = FRD démence
Récurrences dépressives : particuliérement

pernicieuses

(Dotson et al. Neurology, 2010)



- Comorbidités addictives aggravent pronostic du TB : cycles +
fréquents + rapides, euthymie + courte
v" Action sur le systéme GABAergique
v" Dysrégulation des phases veille-sommeil

(A) 15- CA1 two weeks after hippocampal kindling (B) Decreased CA1 inhibition after kindling a 1 :— ] b 1] v || ]
Sa v .
w B 5 PSSt PS2 PSt PS2 2 I 2 vy . |
[l o ,LJA_JIL_,A& 3 v I | 3 v N ]
| T I | [ I |
10 - O Saline plus kindling 74l - &4
E ;’;a/i" N | A I I~ Q5] v HENEN | s v
) Y, DETE | . ETEA I o
3 | /s . 6| v B o - |
o o/ o CGP seizures plus kinding (n=6) CGP early-lfe seizure plus kindling 7] v N 7] v N ]
) it A~ Saline plus Kinding (n=7) 8 v I | 8] v | | |
v/ o Saline control (n=6)
o/ J ¢ 5 4 ! 12:00 00:00 12:00  12:00 00:00 12:00
i & S S Jivlmm?
"o 100 200 300 400 50ms 200ms 10 ms = [ i v DLMO ¥ Midsleep
Interpulse interval (ms)

Figure 7  Kindling resulted in paired-pulse inhibition (PPl) decrease, or PS2/PS1 ratio increase, in CA1 at early interpulse intervals
(IPIs) in saline or CGP56999A-induced early-life seizure rats. (A) Group paired-pulse population spike ratio (PS2/PS1; mean +S.E.M.)
were plotted with IPI. Saline plus kindling rats, compared to saline controls, had increased PS2/PS1 at early (50-100ms) IPIs;
#P<0.05, #P<0.01, early-life CGP56999A seizure plus kindling rats, compared to saline controls, had increased PS2/PS1 at early

and late (50-200ms) IPls; ‘P<0.05, “P<0.01. All P values were post hoc Newman—Keuls test after a significant ANOVA (main or o S,
interaction effect). (B) For each of the three groups, representative paired-pulse responses (current source density) at 50 and ‘ - .- ‘
200ms IPIs are shown. Py

Sleep-Wake Pattern Circadian Rhythm Mood Disorder

(Tsai et al. Epilepsy Research, 2008) (Min Song et al. eBioMedicine, 2024)
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Stades du Trouble bipolaire

Stage 0 tage 1 Stage 2
Well but at confirmed familial Episodic anxiety/sleep disorders Single depressive episode,

risk for classical BD

cyclothymia, adjustment
disorders

Only with a family history of bipolar disorder

: . Minor mood &
Classical well E:Z'rsgrﬁ‘::c single episode
BD Y ) depressive disorder
Bipolar Non=-specific & Negative
well developmental

spectrum disorders symptoms
Well but at confirmed familial  Chronic fluctuating anxiety and Negative symptoms include
risk for psychotic spectrum sleep disorders, neurodevelopmental amotivation, affective blunting
disorders or alypical 8D disorders, learning and molor and alogia

disorders

Fig. 2. Duffy’s integrative clinical staging model for bipolar disorder.

depression=NOS, dysthymia,

tage 3

Recurrent melancholic

MDD, with or without
psychotic features

Recurrent MDD

Attenuated
psycholic
syndrome

Cognitive dysfunction,
attenuated psychotic
symploms, decline in

academic/social areas

tage 4

A: Episodic mania/hypomania
or BD NOS, with or without
psychotic features

B. Burden of illness effects
(addiction, medical co-
morbidities)

A: Classical BD
B: BD with residual
symptoms

A: Mixed mania,
psychotic/cyclic mania
B: Psychotic disorders

A: Mixed/psychotic mania,
MDE not fully remitting

B: Psycholic speclrum, cog-
nitive/functional decline

BD, bipolar disorder; MDD, major depressive disorder; MDE, major depressive episode; NOS, not otherwise specified.

(Muneer Clinical Psychophar. Neuroscience, 2016)
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Stratégies thérapeutiques selon le Stade

S
Mental health literacy,
Stage 0 self-help, lifestyle (diet,
Asymptomatic smoking)
Stage 1a i eisgiec s
Non-specific distress counselling, nutraceuticals
g Sta ge 1ib l1a plus pharmacotherapy
s Sub-threshold high-risk
3 1b plus phase-specific drug or
b Stage 2 mood stabilizer, case
)] First episode management, engagement,
E psychoeducation, psychotherapy
o Stage 3a 2 plus emphasis on
L) Recurrence/persistence maintenance medication and
g psychosocial strategies for full
- remission
0 Stage 3b 2a plus relapse prevention
First threshold relapse strategies
Stage 3c 3b plus combination of mood
Multiple relapses stabilizers
3c plus clozapine,
Stage 4 ;. functional/cognitive
Treatment resistance remediation, ACT
Kindling Treatment Functional Prognosis Cognition and Potential
Allostatic  response impairment imaging changes therapeutic
load Neuroprogression interventions

Figure 1 Staging in bipolar disorder. CBT - cognitive behaviour therapy, ACT - assertive community treatment

(Berk et al. World Psychiatry, 2017)
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Traitements pharmacologiques

DOES PHARMACOLOGY OF BIPOLAR DISORDER VARY
AS A FUNCTION OF PHASE OF ILLNESS EVOLUTION?

I I
| l |
[ l |
I I |
I I |
| l |
| l |
I I |
| \ \ l [
‘ [ I\ " l Autonomous
| [] [] | |

Severity

Depression

|
|
|
|
Stressor: ‘ ‘ |
|
EpisodePattern: | Isolated —> Intermittent —> Continuous/Regular, = Irregular — Chaotic —
Frequency: | : : :
| | Rapid  UltraRapid | Ultradian
| : 4/year | 4/Week : >1/Day
| |
Medications* : : | :
ADs, SSRIs, MAOIs | ++ + + : }
Lithium | doofe I ks ++ l + I
Lamotrigine : | 4+t ++ L+ I +
Carbamazepine l e L ++ | + | +
\alproate i ++ 1 4+ e u + | +
Atypical Antipsychotics : ++ | 44+ b : - : -
Calcium Channel Blockers | ' | + ! +

|
Effectiveness: +++ = very good; ++ = good; + = fair, + = eqguivocal (Note all ratings are highly preliminary and provisional)

(Post, Neuro Biobehavioral Reviews, 2007)



Stratégies thérapeutiques chez la PA

Lithium : utilisation préférentielle en 2'¢me ligne en cas ED
Antipsychotiques : utilisation préférentielle en 2i¢me |igne
pour ED et épisodes maniaques

Electroconvulsivothérapie : utilisation préférentielle en
liere ligne dans ED sévere

Episode maniaque Episode dépressif ~— Phase de prophylaxie

Premiére ligne Lithium Anticonvulsivants Lithium

ou ou ou

Anticonvulsivants Anticonvulsivants + Anticonvulsivants
antidépresseurs ou
ou Poursuite du traitement efficace
Electroconvulsivothérapie en phase aigué

Deuxiéme ligne AP2G Lithium

ou ou

Anticonvulsivants + AP2G Lithium + antidépresseurs

Troisiéme ligne Electroconvulsivothérapie AGP2G

ou
AGP2G + antidépresseurs

(Llorca et al., Encephale, 2010)
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Trts non pharmacologiques chez la PA

Importance techniques gestion du stress
Exercice physique régulier

Psychoéducation (Education du sommeil)

Réhabilitation psychosociale : remédiation cognitive, peu
développée chez la PA

TABLE 10 Strength of evidence and recommendations for adjunctive psychological treatments for bipolar disorder”

Maintenance: Recommendation
[Level of Evidence)

Depression: Recommendation
(Level of Evidence)

Psychoeducation (PE)
Cognitive behavioural therapy (CET)

Family-focused therapy (FFT)

Interpersonal and social rhythm therapy (IPSRT)

Peer support
Cognitive and functional remediation

First-line (Level 2)
Second-fne (Level 2)
Second-fne (Level 2)
Third-fne (Level 2)
Third-fne (Level 2;

Insufficient evidence

Insufficient evidence
Second-line (Level 2)
Second-line (Level 2
Third-line (Level 2

Insufficient evidence

Insufficient evidence

" Dialectical behavioural therapy (DBT)
Family/caregiver interventions
Mindfulness-based cognitive therapy (MBCT)

Online interventions

Insufficient evidence
Insufficient evidence
Insufficient evidence

Insufficient evidence

Insufficient evidence
Insufficient evidence
Insufficient evidence

Insufficient evidence

(Yatham et al., Bipolar Disord. 2018)
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Phénomeénes du Kindling et de la Sensibilisation fréquents
Début jeune (<20 ans) & absence de neuroprotection

Vieillissement favorise ces phénomeénes

v Durée de la maladie / absence de prise en charge précoce (intérét
des biomarqueurs)

v Nombreuses pertes (stress chronique,| plasticité cérébrale)
v Comorbidités psychiatriques et somatiques + fréquentes
v’ Stratégies de coping moins efficaces

Suivant le stade du TB, les stratégies thérapeutiques
notamment pharmacologiques varient
v' Identiques chez la PA ?

Toxicité neurologique cumulative des variations de
I'humeur

v" Evolution vers troubles neurocognitifs (FDR) 30
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