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Iatrogénie : what’s new?
STOPP/START v3 criteria EGM 2023 
Beers criteria JAGS 2023

O’Mahony, D. et al. STOPP/START criteria for potentially inappropriate prescribing in older 
people: version 3. Eur Geriatr Med. 2023
American Geriatrics Society 2023 updated AGS Beers Criteria® for potentially inappropriate 
medication use in older adults. J Am Geriatr Soc. 2023



Contexte

■ 11 % (5,8-46%) = prévalence moyenne des effets indésirables des médicaments chez les sujets âgés 

■ 10 % des hospitalisations sont dues à ces effets indésirables

■ 35 % des patients ambulatoires âgés sont à risque de développer des événements indésirables évitables

Ø Polymédication appropriée : 
• Augmente l’espérance et la qualité de vie

Ø Polymédication inappropriée : 
• Augmente le risque 

• d’interactions médicamenteuses 
• de trouble cognitif 
• de chutes 
• de sarcopénie
• d’ insuffisance rénale aigue 
• d’ hospitalisation

Alhawassi Tm et al. 2014
Thomsen LA et al. 2007

Corsonello A, et 2007



STOPP/START v3
O’Mahony, D. et al. STOPP/START criteria for potentially inappropriate prescribing in older people: version 

3. Eur Geriatr Med. 2023

■ STOPP : prescriptions potentiellement inappropriées (overuse, 
misuse)

■ START : prescriptions potentiellement omises (underuse)
■ Par appareils et systèmes
■ Méthode Delphi
■ V1 2008 : 65 STOPP / 22 START 
■ V2 2015 : 80 STOPP / 34 START
■ V3 2023 : 133 STOPP/ 57 START
http://stoppstart.free.fr/v3/

http://stoppstart.free.fr/v3/


STOPP/START v3 : STOPP
O’Mahony, D. et al. STOPP/START criteria for potentially inappropriate prescribing in older people: version 

3. Eur Geriatr Med. 2023

■ Section D : Système nerveux central 
■ Antidépresseurs tricycliques
■ ISRNA et HTA sévère
■ ISRS et Na < 130 mmol/l
■ ISRS et hémorragie récente
■ Neuroleptiques anticholinergiques
■ Neuroleptiques et SPCD > 3 mois
■ Phénothiazines
■ Neuroleptiques hors clozapine et quetiapine et Parkinson/Lewy
■ Neuroleptiques en tant qu’hypnotiques
■ BZD > 4 semaines
■ BZD et SPCD
■ BZD et Z-drugs et insomnie > 2 semaines
■ IACE et FC < 60 bpm ou bloc de conduction
■ IACE et traitement bradycardisant
■ Mémantine et épilepsie
■ Nootropes et TNC majeur
■ Anticholinergiques ou dopamine pour traiter le Sd extrpyramidal iatrogène
■ Antihistaminiques de 1ère génération



STOPP/START v3 : START
O’Mahony, D. et al. STOPP/START criteria for potentially inappropriate prescribing in older people: version 

3. Eur Geriatr Med. 2023

■ Section D : Système nerveux central 
■ L-DOPA ou agoniste dopaminergique et maladie de Parkinson 

invalidante
■ Antidépresseur non tricyclique et épisode dépressif caractérisé
■ IACE et TNC majeur léger à modéré et maladie d’Alzheimer
■ Rivastigmine : MCL et TNC majeur dans la maladie de Parkinson
■ ISRS et trouble anxieux
■ Agoniste dopaminergique et Sd des jambes sans repos (après 

élimination d’un carence martiale et d’une IRC)
■ Propranolol et tremblement essentiel invalidant



Critères de Beers
American Geriatrics Society 2023 updated AGS Beers Criteria® for potentially inappropriate medication

use in older adults. J Am Geriatr Soc. 2023

■ Plusieurs versions depuis 1991
■ Spécifique USA
■ PA > 65 ans
■ Seulement prescriptions médicamenteuses inappropriées
■ 5 catégories

■ Médicaments potentiellement inappropriés
■ Médicaments potentiellement inappropriés avec certaines pathologies
■ Médicaments à utiliser avec précautions
■ Interactions médicamenteuses potentielles
■ Médicaments à adapter à la fonction rénale
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Critères de Beers
American Geriatrics Society 2023 updated AGS Beers Criteria® for potentially inappropriate medication

use in older adults. J Am Geriatr Soc. 2023

Médicaments à utiliser avec précautions



Critères de Beers
American Geriatrics Society 2023 updated AGS Beers Criteria® for potentially inappropriate medication

use in older adults. J Am Geriatr Soc. 2023

Interactions médicamenteuses potentielles



Ll, Y., Wc, L., Kh, K. & Yj, P. Antipsychotics and Mortality in Adult and Geriatric Patients with 
Schizophrenia. Pharmaceuticals (Basel, Switzerland) 17, (2023).

Antipsychotiques et mortalité dans la 
schizophrénie : quelle association ?



Contexte

■ Espérance de vie diminuée de 15ans (Taïwan)
■ Mortalité toutes causes augmentée Sz vs ctrl
■ Iatrogénie ? Prise de poids, syndrome métabolique, 

coronaropathie, troubles du rythme…



Méthodes

■ Patients avec diagnostic Sz et groupe contrôle ajusté en sexe et 
âge

■ Sous-groupe de 65+
■ Répartition en 4 groupes selon l’exposition aux antipsychotiques 

en fonction de la DDD

■ Suivi sur 5ans avec comparaison mortalité toutes causes et 
mortalité CV

Aucune exposition Exposition faible Exposition modérée Exposition forte

0 DDD <0,5DDD 0,5-1,5DDD >1,5DDD



Résultats
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collected datasets of actual filled prescriptions to investigate the risk of death associated
with any, current, or cumulative antipsychotic exposure in patients with schizophrenia,
and their results have indicated that the use of an antipsychotic is associated with a lower
risk of mortality than nonuse of an antipsychotic is [5,14–16]. Furthermore, studies have
revealed a U-shaped relationship between antipsychotic exposure and overall mortality,
indicating that low and moderate levels of antipsychotic exposure are associated with a sub-
stantially lower risk of mortality than no or high exposure are [17,18]. However, evidence
is lacking regarding the association between mortality and antipsychotic exposure relative
to the mortality of a control group without psychiatric diagnoses with consideration of
socioeconomic factors and comorbid physical conditions.

With the advancement of health-care services, the average life expectancy has gradu-
ally increased. In many developed countries, individuals aged �55 years will soon account
for a quarter or more of the population with schizophrenia [19]. Whiteford et al. reported
that schizophrenia currently ranks third among psychiatric disorders in terms of causes
of disability-adjusted life years for people aged 60 years or older [20]. In addition, older
patients with schizophrenia have a high prevalence of comorbid medical conditions [21],
which may influence their use of psychotropic medications and their risk of mortality.
However, research on older individuals with schizophrenia is limited, accounting for
only approximately 1% of the literature on schizophrenia [22], and the association be-
tween exposure to psychotropic medications and mortality in the geriatric population
remains under-researched.

This study investigated the association between the degree of cumulative antipsychotic
exposure, as indicated by the number of filled prescriptions, and mortality in a national
cohort of patients with schizophrenia, with the risk of mortality in this population compared
with that in the general population (control group). In addition, this study analyzed the
association between mortality and cumulative antipsychotic doses in a subgroup of older
individuals with schizophrenia.

2. Results

Table 1 lists the demographic and clinical characteristics of the participants. In total,
102,964 patients with schizophrenia were enrolled. The mean age of the schizophrenia
cohort was 44.8 (SD = 13.2) years, and 47.4% of the patients were women. The subgroup
of older patients with schizophrenia comprised 6433 individuals with a mean age of
73.6 (SD = 6.7) years, and 59.7% of these patients were women. Compared with the
corresponding control sample, the patients with schizophrenia had higher rates of chronic
obstructive pulmonary disease (COPD), cardiovascular diseases (CVDs), diabetes mellitus
(DM), and renal disease (RD). However, in the older patient subsample, compared with the
corresponding control sample, the older patients with schizophrenia had higher rates of
only COPD and CVD. In terms of mortality, 7730 patients with schizophrenia (7.5%) and
2593 controls (2.5%) died during the 5-year follow-up period. The mortality rate in the
older patients with schizophrenia (31.9%) was approximately twice that observed in the
corresponding control sample during the 5-year follow-up period.

Table 1. Demographic characteristics of patients with schizophrenia (n = 102,964), older patients with
schizophrenia (n = 6433), and control samples.

Patients with

Schizophrenia

(n = 102,964)

Control

Sample

(n = 102,964)

Significance

Elderly

Patients

with

Schizophrenia

(n = 6433)

Control

Sample

(n = 7485)

Significance

Age (years old)
[mean (SD)] 44.8 (13.2) 44.8 (13.6) F = 720.946 ** 73.6 (6.7) 72.9 (6.5) F = 40.762 **

Gender [n (%)] c2 = 0.0 ** c2 = 0.079
Female 48,813 (47.4) 48,813 (47.4) 3843 (59.7) 4489 (60.0)
Male 54,151 (52.6) 54,151 (52.6) 2590 (40.3) 2996 (40.0)
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Table 1. Cont.

Patients with

Schizophrenia

(n = 102,964)

Control

Sample

(n = 102,964)

Significance

Elderly

Patients

with

Schizophrenia

(n = 6433)

Control

Sample

(n = 7485)

Significance

Lower-income
household

[n (%)]
13,129 (12.8) 778 (0.8) c2 = 107,017.511 ** 948 (14.7) 58 (0.8) c2 = 1005.687 **

With catastrophic
illness certificate I

[n (%)]
74,540 (72.4) 2673 (2.6) c2 = 107,017.511 ** 4049 (62.9) 602 (8.0) c2 = 4686.137 **

Chronic diseases
COPD [n (%)] 8796 (8.5) 5055 (4.9) c2 = 1083.264 ** 1408 (21.9) 1085 (14.5) c2 = 128.549 **
CVD [n (%)] 10,575 (10.3) 9199 (8.9) c2 = 105.922 ** 2151 (33.4) 2726 (36.4) c2 = 13.520 **

Cancer [n (%)] 1642 (1.6) 2165 (2.1) c2 = 73.202 ** 309 (4.8) 503 (6.7) c2 = 23.136 **
DM [n (%)] 11,261 (10.9) 7001 (6.8) c2 = 1090.437 ** 1477 (23.0) 1812 (24.2) c2 = 39.0484
RD [n (%)] 2414 (2.3) 2014 (2.0) c2 = 36.928 ** 510 (7.9) 560 (7.5) c2 = 39.0484

Death [n (%)] c2 = 2691.217 ** c2 = 517.351 **
All causes 7730 (7.5) 2593 (2.5) 2053 (31.9) 1168 (15.6)

Natural causes 6176 (6.0) 843 (0.8) c2 = 695.821 ** 1239 (19.3) 475 (6.3) c2 = 161.784 **
Cancer 1083 (1.1) 909 (0.88) 258 (4.0) 320 (4.3)
CVD 1248 (1.2) 446 (0.43) 384 (6.0) 247 (3.3)
DM 449 (0.4) 152 (0.15) 111 (1.7) 86 (1.1)

Unnatural causes 1258 (1.2) 149 (0.14) 33 (0.5) 33 (0.4)
Suicide 798 (0.8) 68 (0.07) 15 (0.2) 4 (0.1)

Unknown 296 (0.3) 26 (0.03) 13 (0.2) 3 (0.0)
Follow-up days

[mean (SD)] 1735.52 (231.67) 1741.79 (174.7) F = 261.113 ** 1491.12 (529.14) 1655.51 (379.63) F = 104.75 **

Continuous variables were compared using analysis of variance, and categorical variables were compared using a
chi-squared test. I Individuals given a diagnosis by a physician of a condition classified as a catastrophic illness
by the Ministry of Health and Welfare can apply for a catastrophic illness certificate, which exempts them from
being required to make a copayment when receiving care for the specified illness. Abbreviations: SD, standard
deviation; COPD, chronic obstructive pulmonary disease; CVD, cardiovascular disease; DM, diabetes mellitus;
RD, renal disease. ** p < 0.001.

For the patients with schizophrenia, 8733 (8.5%) had no antipsychotic exposure during
the follow-up period, whereas 19,017 (18.5%) had high antipsychotic exposure (Table 2).
Among the 6433 older patients with schizophrenia, 944 (14.7%) had no antipsychotic
exposure during the follow-up period, whereas 3520 (54.7%) and 333 (5.2%) had low and
high antipsychotic exposure, respectively.

Table 2. Demographic (age and sex)-adjusted hazard ratios for different levels of exposure to
antipsychotics in all patients and older patients with schizophrenia compared with controls (model 1).

No Exposure Low Exposure Moderate Exposure High Exposure

Adjusted

Hazard

Ratio

95% CI

Adjusted

Hazard

Ratio

95% CI

Adjusted

Hazard

Ratio

95% CI

Adjusted

Hazard

Ratio

95% CI

Patients with schizophrenia
(n = 102,964) n (%) 8733 (8.5%) 33,403 (32.4%) 41,811 (40.6%) 19,017 (18.5%)

Overall mortality 3.610 3.353–3.886 3.167 3.005–3.337 2.892 2.737–3.056 3.475 3.238–3.730
Cardiovascular mortality 3.370 2.815–4.035 2.907 2.559–3.304 2.856 2.492–3.272 3.529 2.952–4.218

Elderly patients with
schizophrenia (n = 6433)

n (%)
944 (14.7%) 3520 (54.7%) 1636 (25.4%) 333 (5.2%)

Overall mortality 2.789 2.483–3.133 2.080 1.917–2.256 1.946 1.735–2.183 3.010 2.448–3.701
Cardiovascular mortality 2.536 1.952–3.295 1.885 1.572–2.259 1.513 1.148–1.996 2.953 1.865–4.674

Survival analysis was conducted using Cox regression with adjustment for sex and age (reference group = control
group). Hazard ratios for overall and cardiovascular mortality were calculated for the no exposure (reference), low
exposure (<0.5 DDD), moderate exposure (0.5–1.5 DDD), and high exposure (>1.5 DDD) groups. Abbreviations:
CI, confidence interval; DDD, defined daily dose.

The results for the demographic-adjusted model (model 1) and the fully adjusted
model (model 2) are presented in Tables 2 and 3, respectively. The patients with schizophre-

** = p<0,001
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B. Older patients with schizophrenia 

     

1.5

2.0

2.5

3.0

3.5

4.0

No use Low Moderate High

a. Demographic-adjusted models

1.5

2.0

2.5

3.0

3.5

4.0

No use Low Moderate High

b. Fully adjusted models

Figure 1. Overall mortality hazard ratios and 95% confidence intervals for level of exposure
to antipsychotics in the demographic-adjusted model (a) and fully adjusted model (b) for pa-
tients with schizophrenia and older patients with schizophrenia relative to controls without
psychiatric diagnoses.
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Figure 2. CVD-related mortality hazard ratios and 95% confidence intervals for level of expo-
sure to antipsychotics in the demographic-adjusted model (a) and fully adjusted model (b) for
patients with schizophrenia and older patients with schizophrenia relative to controls without
psychiatric diagnoses.

3. Discussion

This study investigated the association between cumulative exposure to antipsychotics
and excess mortality in patients with schizophrenia through a comparison with an age- and
sex-matched control group. In addition, we analyzed such an association in a subgroup of
older patients with schizophrenia. The results revealed U-shaped associations of exposure
to antipsychotics with overall and CVD-related mortality in the patients with schizophrenia;

Pharmaceuticals 2024, 17, 61 5 of 14

Figure 1. Overall mortality hazard ratios and 95% confidence intervals for level of exposure
to antipsychotics in the demographic-adjusted model (a) and fully adjusted model (b) for pa-
tients with schizophrenia and older patients with schizophrenia relative to controls without
psychiatric diagnoses.
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sure to antipsychotics in the demographic-adjusted model (a) and fully adjusted model (b) for
patients with schizophrenia and older patients with schizophrenia relative to controls without
psychiatric diagnoses.

3. Discussion

This study investigated the association between cumulative exposure to antipsychotics
and excess mortality in patients with schizophrenia through a comparison with an age- and
sex-matched control group. In addition, we analyzed such an association in a subgroup of
older patients with schizophrenia. The results revealed U-shaped associations of exposure
to antipsychotics with overall and CVD-related mortality in the patients with schizophrenia;
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Musicothérapie dans l’anxiété de la 
maladie d’Alzheimer

Zhang, J. et al. Does music intervention relieve depression or anxiety in people living with 
dementia? A systematic review and meta-analysis. Aging Ment Health 27, 1864–1875 (2023).



Musicothérapie: anxiété MA
Ting et al. 2023
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Recommandations pour l’accompagnement et 
l’orientation pour la conduite des patients atteints 
(ou suspectés) d’une maladie d’Alzheimer ou de 
maladies apparentées : consensus des sociétés 
savantes françaises

Laurens B et al. Recommandations pour l’accompagnement et l’orientation pour la conduite 
des patients atteints (ou suspectés) d’une maladie d’Alzheimer ou de maladies apparentées : 
consensus des sociétés savantes françaises. Geriatr Psychol Neuropsychiatr Vieil. 2023
.



Conduite automobile et MA²
https://www.centres-memoire.fr/recommandation-
conducteurs-maladie-alzheimer/

https://www.centres-memoire.fr/recommandation-conducteurs-maladie-alzheimer/


Conduite automobile et MA²

■ MA² augmentation du risque d’accidents de la route 
■ Conduite automobile = autonomie, flexibilité, image de soi, 

habitudes, isolement
■ Anosognosie = difficultés à accepter son arrêt
■ Arrêté 28 mars 2022 => arrêt de la conduite TNC majeur stade 

léger

Ø Quels patients doivent arrêter la conduite ? Comment évaluer ? 
Comment accompagner l’arrêt ? Comment faire accepter la 
nécessité de son arrêt ?



Conduite automobile et MA²
Médecin généraliste
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Consultation mémoire
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Stratégies de potentialisation vs switch 
dans la dépression résistante de la 
Personne Âgée 

Lenze, E. J. et al. Antidepressant Augmentation versus Switch in Treatment-Resistant 
Geriatric Depression. N Engl J Med 388, 1067–1079 (2023).



Contexte

■ Trouble psychiatrique le plus fréquent chez la PA
■ Rares études pharmacologiques en population âgée
■ Potentialisation par aripiprazole > placebo (RCT, Lenze et al 

2015)
■ Potentialisation par aripiprazole ou buproprion> switch par 

bupropion (VAST-D, Mohamed et al, 2017)
■ Importance de prendre en compte bénéfice/risque dans les 

objectifs principaux



Méthodologie
n=742

60+ avec EDC résistant

Potentialisation 
par aripiprazole

(2,5-15mg)

Potentialisation 
par bupropion
(150-450mg)

Switch par 
bupropion (150-

450mg)

Step 1
(n=619)

69,3ans

Step 2 
(n=248)
68,5ans

Potentialisation 
par lithium 
(0,6mmol/l)

Switch par 
nortriptyline

(1mg/kg)

Absence de rémission ou bénéfice perçu10 semaines



Méthodologie

Objectif 2 : Tolérance
§ Chutes

§ Evènement indésirable grave

Objectif 1 : Efficacité
§ Bien-être psychologique

§ Rémission 
§ Participation sociale 

§ Fonctionnement physique 



Résultats
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Table 2. Effectiveness Outcomes.*

Outcome Step 1 Step 2

Aripiprazole- 
Augmentation Group 

(N = 211)

Bupropion- 
Augmentation Group 

(N = 206)

Switch-to- 
Bupropion Group 

(N = 202)

Lithium- 
Augmentation Group 

(N = 127)

Switch-to- 
Nortriptyline Group 

(N = 121)

Primary outcome

Psychological well-being†

Baseline

No. of patients evaluated 183 180 176 113 108

Least-squares mean T score (95% CI) 33.32 
(32.23 to 34.42)

33.68 
(32.58 to 34.78)

33.22 
(32.11 to 34.32)

31.62 
(30.16 to 33.09)

32.42 
(30.92 to 33.92)

Wk 10

No. of patients evaluated 170 159 140 96 95

Least-squares mean T score (95% CI) 38.16 
(37.02 to 39.29)

38.02 
(36.87 to 39.16)

35.26 
(34.04 to 36.48)

34.79 
(33.21 to 36.38)

34.60 
(33.00 to 36.19)

Change from baseline (95% CI)‡ 4.83 
(3.28 to 6.38)

4.33 
(2.76 to 5.91)

2.04 
(0.43 to 3.66)

3.17 
(1.12 to 5.22)

2.18 
(0.10 to 4.26)

Secondary outcomes§

Remission¶

No. (%) 61 (28.9) 58 (28.2) 39 (19.3) 24 (18.9) 26 (21.5)

Risk ratio vs. switch group (95% CI) 1.50 
(1.06 to 2.13)

1.49 
(1.04 to 2.12)

1.00 
(reference)

0.84 
(0.53 to 1.36)

1.00 
(reference)

MADRS score

Baseline

No. of patients evaluated 203 199 194 126 120

Least-squares mean score (95% CI) 23.55 
(22.44 to 24.67)

22.97 
(21.85 to 24.10)

22.67 
(21.53 to 23.81)

23.61 
(22.08 to 25.15)

24.45 
(22.87 to 26.03)

Wk 10

No. of patients evaluated 183 175 163 116 108

Least-squares mean score (95% CI) 15.96 
(14.79 to 17.12)

15.74 
(14.55 to 16.94)

18.53 
(17.29 to 19.76)

18.98 
(17.32 to 20.64)

19.12 
(17.44 to 20.80)

Change from baseline (95% CI)∥ −7.60 
(−9.20 to −5.99)

−7.23 
(−8.86 to −5.59)

−4.14 
(−5.81 to −2.48)

−4.63 
(−6.78 to −2.49)

−5.33 
(−7.52 to −3.14)

Social participation**

Baseline

No. of patients evaluated 179 176 174 113 107

Least-squares mean T score (95% CI) 41.20 
(40.09 to 42.31)

42.09 
(40.97 to 43.22)

41.17 
(40.03 to 42.32)

42.43 
(41.02 to 43.85)

42.10 
(40.65 to 43.56)
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Objectif 1 : Efficacité
§ Bien-être psychologique

§ Rémission 
§ Participation sociale 

§ Fonctionnement physique 

Potentialisation par 
Aripiprazole

> 
switch par Buproprion

Potentialisation par 
Bupropion

> 
switch par Buproprion



Résultats

Objectif 2 : Tolérance
§ Chutes

§ Evènement indésirable grave

n engl j med   nejm.org 11

Antidepressant Augmentation vs. Switch

Table 3. Safety Outcomes.

Outcome Step 1 Step 2

Aripiprazole- 
Augmentation 

Group 
(N = 211)

Bupropion- 
Augmentation 

Group 
(N = 206)

Switch-to- 
Bupropion 

Group 
(N = 202)

Lithium- 
Augmentation 

Group 
(N = 127)

Switch-to- 
Nortriptyline 

Group 
(N = 121)

Falls*

Rate per patient 0.33 0.55 0.38 0.47 0.38

Total no. of falls†  70 114  77 60 46

No. of injurious falls  36  52  38 27 16

Serious adverse events

Rate per patient 0.07 0.08 0.12 0.10 0.09

Total no. of events‡§¶  15  16  24 13 11

Psychiatric event   0   3   0 0 2

Nonpsychiatric event  15  13  24 13 9

Death    1∥     1**     1†† 0 0

Relation of events to intervention — 
no.‡‡

Probably or possibly related   1   7  3 5 4

Not likely to be related  14   9  21 8 7

Adverse events

Rate per patient 2.82 2.20 2.55 2.73 3.12

Total no. of events 596 453 515 347 377

Most common adverse events — no.

Dizziness or impaired balance  36  41  40 28 21

Gastrointestinal distress  27  35  37 20 20

Reduced salivation  15  30  23 13 51

Tension, inner unrest, or anxiety  30  20  29 8 9

Reduced or disturbed sleep  39  18  33 6 6

*  Falls were assessed during each trial call or visit every other week.
†  In step 1, the risk ratio for the aripiprazole-augmentation group as compared with the bupropion-augmentation group was 0.59 (95% CI, 

0.38 to 0.92; P = 0.02), for the aripiprazole-augmentation group as compared with the switch-to-bupropion group was 0.77 (95% CI, 0.49 
to 1.22; P = 0.27), and for the bupropion-augmentation group as compared with the switch-to-bupropion group was 1.32 (95% CI, 0.88 to 
1.96; P = 0.17). In step 2, the risk ratio for the lithium-augmentation group as compared with the switch-to-nortriptyline group was 1.22 
(95% CI, 0.62 to 2.39; P = 0.57).

‡  In step 1, a total of 55 serious adverse events occurred in 49 patients. In the switch-to-bupropion group, 3 patients had 2 serious adverse 
events each and 1 patient had 3 serious adverse events. In step 2, a total of 24 serious adverse events occurred in 22 patients. In the 
lithium-augmentation group, 1 patient had 2 serious adverse events; in the switch-to-nortriptyline group, 1 patient had 2 serious adverse 
events.

§  In step 1, the hazard ratios were 0.59 (95% CI, 0.31 to 1.11) in the aripiprazole-augmentation group, 0.61 (95% CI, 0.32 to 1.15) in the 
bupropion-augmentation group, and 1.00 (reference) in the switch-to-bupropion group. In step 2, the hazard ratios were 1.30 (95% CI, 
0.58 to 2.92) in the lithium-augmentation group and 1.00 (reference) in the switch-to-nortriptyline group.

¶  In step 1, P = 0.93 for the aripiprazole-augmentation group as compared with the bupropion-augmentation group, P = 0.10 for the 
aripiprazole-augmentation group as compared with the switch-to-bupropion group, and P = 0.13 for the bupropion-augmentation group  
as compared with the switch-to-bupropion group. In step 2, P = 0.52 for the lithium-augmentation group as compared with the switch- 
to-nortriptyline group.

∥  One patient died of an unknown cause; this patient had not started randomized treatment.
**  One serious adverse event was a fall and resulted in death, which was deemed to be related to benzodiazepine and alcohol use.
††  One operation was followed by a fatal postsurgical pneumonia. This was counted as two serious adverse events. This patient was no longer 

taking the trial medication (bupropion) at the time of death.
‡‡  The relationship of the serious adverse event to the intervention was determined by the site principal investigator.

The New England Journal of Medicine 
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Nouvelle version du Guide des 
interventions non médicamenteuses 
dans la maladie d’Alzheimer

Fondation Médéric Alzheimer, Mars 2024
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maladie d’Alzheimer
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Orthostatic hypotension: Review and 
expert position statement 

Vidal-Petiot E et al. Orthostatic hypotension: Review and expert position statement. Rev
Neurol. 2024



Hypotension orthostatique
Définitions

■ Diagnostic = dans les 3 min suivant l’orthostatisme
■ Baisse > 20 mmHg de la TAS
■ Baisse > 10 mmHg de la TAD
■ Baisse de 30 mmHg de la TAS si TAS≥160 mmHg

■ Initiale = dans les 15 sec suivant l’orthostatisme
■ Baisse > 40 mmHg de la TAS
■ Baisse > 20 mmHg de la TAD

■ Retardée après 10 min



Hypotension orthostatique
Définitions

■ Hypotension artérielle post prandiale
■ Baisse > 20 mmHg TAS dans les 2h après début du repas
■ TAS < 90 mmHg si TAS > 100 mmHg avant le repas

■ Neurogène si ∆FC/∆TAS <0,5 bpm/mmHg ( ou  >15 bpm)



Hypotension orthostatique
Prévalence et étiologies

Facteur de risque de mortalité, de chutes, d’évènements cardiovasculaire et de TNC majeur



Hypotension orthostatique
Traitement

Reconnaître les signes précoces
Eviter les situations à risque et les facteurs déclenchants
Revoir les traitements pourvoyeurs et adapter les posologies
Compression veineuse élastique
Mesures diététiques :
• Ingestion rapide d’eau (500 cc en 3 min)
• 2 à 3 l d’eau/jour
• Fractionnement des repas
• Apports en sel jusqu’à 10 g/jour
Lutter contre le déconditionnement physique



Facteurs protecteurs du suicide chez la 
Personne Âgée

Ki, M. et al. A systematic review of psychosocial protective factors against suicide and 
suicidality among older adults. Int Psychogeriatr 36, 346–370 (2024).



Contexte

■ Taux de suicide le plus élevé chez les PA avec augmentation 
progressive entre 60-94ans

■ Littérature centrée sur les FDR (Dépression, isolement social, 
difficultés interpersonnelles, pathologies chroniques, douleurs, 
limitations fonctionnelles…)

■ Approche centrée sur la seule prise en compte des risques est 
insuffisante (Hawton, 2022 ; Cramer et Tucket, 2021)

■ Intérêt d’un programme centré sur développement des facteurs 
protecteurs ? Lesquels ?



Méthodologie

exclusion. A total of 70 studies were retained, and
results were summarized on 13 protective factors
(See Supplementary Table 2 for the selection process
of an individual factor). Searches on two factors,
mattering and self-regulation, did not lead to any
findings. Sincemany studies (n= 18) examinedmore
than two protective factors simultaneously, the
analysis was done on a total of 93 different
observations/results (see the summary of results in
Table 1). Each of the 13 factors is presented
individually under one of the main categories:

intrapersonal (n= 40 observations) or interpersonal
protective factors (n= 53 observations).

Study characteristics
Heterogeneity of these quantitative studies was high
and the majority (n= 59) were cross-sectional in
design and used representative samples (n= 42) (see
Supplementary Table 3 for characteristics of
included studies). There was an increasing trend
over time in the number of studies on protective
factors; 36% (n= 25) were carried out recently (in

Studies sought for retrieval
(n = 282)

Records not retrieved
(n = 0) 

Studies identified from separate searches of 15 
protective factors (n = 9,909)*

from PubMed (n = 2,110),
Embase (n = 3,606),
Cochrane (n = 369),

SocINDEX (n = 475),
PsycINFO (n = 3,349)

Records removed before screening:
Duplicate records removed  (n = 2,917)

Studies screened from the 15 searches
(n = 6,992)

Records excluded based on abstract and title 
(n = 6,710)
• Articles did not report suicidal outcome or 

protective factors, not elderly population, 
not general population 

Observations included for review (n = 93) †

from the 15 separate searches 
Self-confidence (n=4), Sense of belonging (n=8),
well-being (n=5), life satisfaction (n=7), purpose-

in-life (n=5), Problem solving skills (n=3), 
Spirituality (n=5), Resilience (n=6), Positive 

relationship (n=3), Social support (n=19), Social 
Connectedness (n=14), Social participation 

(n=9), Hope (n=5)

Id
en
tif
ica
tio
n

Sc
re
en
in
g

In
clu
de
d

Records excluded because of 
 population characteristics (n = 45)
• Patients sample (e.g., schizophrenia, cancer, 

myocardial infarction, etc.) (n = 5)
• Age under 60 (n = 31)
• Specific population (e.g., prisoners, homeless, 

transgender, aboriginal, bereaved, suicide 
attempters, etc.) (n = 9)

 study design (n = 144)
• Case report, qualitative study, ecological study, 

psychological autopsy, review (n = 36)
• No quantitative result, studies only reporting 

descriptive outcomes or correlations without 
regression values (n = 71)
• Does not meet intended definition of suicide or 

factors of interest (n = 37)

El
ig
ib
ili
ty

Full-text records assessed for eligibility 
(n = 282)

Figure 1. PRISMA flow diagram. *The literature search yielded 9,909 studies in total for 15 protective factors from the five databases. †The 93
results were selected from 70 papers.
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Facteurs 
protecteurs

Variables 
psycho-
sociales

Santé physique
Caractéristiques 
démographiques
Facteurs liés aux politiques 
sociales/organisationnelles

-



Résultats
Variables 
psycho-
sociales

Facteurs 
protecteurs 

intrapersonnels

Facteurs 
protecteurs 

interpersonnels

Objectif dans la vie
Espoir

Satisfaction dans la 
vie/bonheur

Bien-être 
psychologique/qualité de vie

Stratégies d’adaptation 
(coping)

Résilience
Religiosité

Sentiment d’appartenance
Relations positives

Soutien social (social support)
Liens sociaux (social 

connectedness)
Participation sociale



Résultats
Variables 
psycho-
sociales

Facteurs 
protecteurs 

intrapersonnels

Objectif dans la vie
Espoir

Satisfaction dans la 
vie/bonheur

Bien-être 
psychologique/qualité de vie

Stratégies d’adaptation 
(coping)

Résilience
Religiosité

Facteurs les plus robustes

A noter :
- Coping variable en fonction des 

stratégies émotionnelles (acceptation, 
recherche de soutien social, reframing
vs désengagement comportemental, 
déni…) ou centrées sur le problème

- Absence de conclusion pour religiosité



Résultats
Variables 
psycho-
sociales

Facteurs 
protecteurs 

interpersonnels

Sentiment d’appartenance
Relations positives

Soutien social (social support)
Liens sociaux (social 

connectedness)
Participation sociale

A noter :
- Association significative pour la plupart (49%) 

mais nombreuses études non-significatives 
(34%) ou résultats mixtes (17%)

- Plus faible association pour soutien social 
(sentiment d’être une charge ?)

- Liens sociaux évaluent taille du réseau et 
fréquence des contacts, pas la 
qualité/satisfaction



Contexte

■ Intérêt potentiel d’une approche mettant l’accent sur les 
facteurs protecteurs 

■ En particulier objectif de vie et résilience
■ Mettre l’accent sur les ressources, attitudes, capacités et 

stratégies de coping plutôt que déficit
■ Plus pertinent chez la PA car plus fréquemment 

d’évènements de vie négatifs ?
■ Associer renforcement de facteurs interpersonnels (liens 

sociaux) et interventions psychologiques pour améliorer 
facteurs intrapersonnels (espoir, résilience, stratégies de 
coping effectives, objectifs de vie)



Brexpiprazole dans l’agitation de la 
maladie d’Alzheimer

Lee, D. et al. Brexpiprazole for the Treatment of Agitation in Alzheimer Dementia: A 
Randomized Clinical Trial. JAMA Neurol 80, 1307–1316 (2023).



Brexpiprazole: agitation MA
Grossberg et al. 2020



Brexpiprazole: agitation MA
Lee et al. 2023



Brexpiprazole: agitation MA
Conduite du traitement

■ Une prise par jour 

■ Schéma de titration
■ 0,5 mg par jour pendant une semaine
■ Puis 1 mg par jour pendant une semaine
■ Puis 2 mg par jour (dose cible)

■ Augmentation possible à 3 mg par jour après 2 semaines 
d’échecs à 2 milligrammes par jour



Brexpiprazole: agitation MA
FDA, 11 mai 2023



Recommandations des sociétés 
savantes européennes sur les 
biomarqueurs dans le diagnostic des 
troubles neurocognitifs

Frisoni GB et al. European intersocietal recommendations for the biomarker-based diagnosis
of neurocognitive disorders. Lancet Neurol. 2024



Contexte

■ Arrivée des traitements « disease-modifying » = sélection des 
patients éligibles

■ Recommandations diagnostiques basées sur biomarqueurs
■ Biomarqueurs biologiques et imagerie disponibles
■ Consensus Delphi 
■ 11 syndromes cliniques 

=> Guide d’utilisation des biomarqueurs









Particularités de la VLOSLP en 
fonction de la présence de 
biomarqueurs de la MA (et en bonus le 
même par rapport à la DCL)

Satake, Y. et al. Characteristics of very late-onset schizophrenia-like psychosis classified with 
the biomarkers for Alzheimer’s disease: a retrospective cross-sectional study. 
Int Psychogeriatr 36, 64–77 (2024).



Contexte

■ Very Late-Onset Schizophrenia-like Psychosis
■ Trouble psychotique 
■ Débutant après 60ans
■ Absence de symptômes négatifs
■ Délire persécutoire au premier plan / troubles de l’identification / 

« partition delusion »
■ Théoriquement symptômes psychotiques sans étiologie 

thymique ou atteinte cérébrale
■ Mais…



Contexte

Stafford, 2021

HR = 17

HR = 2

■ Etude longitudinale sur registre 
(Psychiatric Sweden Data)
■ 15 409  VLOSP Vs 154 090 Contrôles
■ Suivi sur 30 ans

■ Risque majeur dans les deux années 
suivant le diagnostic

■ Qui diminue ensuite mais persiste dans 
le temps

■ Age moyen d’entrée dans le TNC
■ VLOSP : 76 ans
■ Contrôles: 82 ans



Contexte

■ Quelle fréquence de marqueurs de neurodégénérescence, 
même en l’absence de TNC majeur ?

■ Y a-t-il des différences cliniques entre patients avec/sans 
processus neurodégénératifs ?



Méthodes

theft was shown in two in eight VLOSLP−AD
patients and five in nine VLOSLP+AD patients.
That someone intruded into their house and stole
something was the most frequent delusion.

Discussion

We classified patients as AD biomarker-positive or
AD biomarker-negative VLOSLP groups using
amyloid PET results and CSF p-tau levels. We

further characterized both groups by comparing
them with patients with aMCI due to AD without
psychosis. The results revealed that despite similar
general cognitive abilities and sex distribution
among the three groups, they had significant demo-
graphic, neuropsychological, and phenomenologi-
cal differences along several characteristics.

In our cohort, several VLOSLP patients were
positive for AD biomarkers. Previous pathological
studies on late-onset schizophrenia and delusional
disorders did not suggest the presence of an AD

Figure 1. Enrollment flowchart. Abbreviation: NPI-plus, Neuropsychiatric inventory-plus; CDR, Clinical Dementia Rating; aMCI, amnestic
mild cognitive impairment; VLOSLP, very late-onset schizophrenia-like psychosis; AD, Alzheimer’s disease.

68 Y. Satake et al.
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VLOSP
§ Délire/hallucinations

§ Début >60ans

Biomarqueurs MA
§ P-Tau ↗

§ TEP-amyloïde +

Exclusion 
§ MMSE<24
§ TNC majeur

§ Trouble de l’humeur
§ Tumeur cérébrale 

/trouble 
cérébrovasculaire



Résultats
■ 9/17 (53%) avec biomarqueurs MA+ et a minima 9/36 (25%)

Symptômes 
psychiatriques

Symptômes 
cognitifs

■ Mémoire épisodique VLOSLP-AD>VLOSLP+AD (>aMCI-P+AD)
■ Attention aMCI-P+AD>VLOSLP

■ Désinhibition, irritabilité et troubles du sommeil VLOSLP-AD>+AD
■ Absence de différence dans la phénoménologie des délires/hallucinations 

(persécution, vol, partition delusion et phantom boarder syndrome)



Bonus
Kanemoto et al. 
Alzheimer’s Research & Therapy          (2022) 14:137  
https://doi.org/10.1186/s13195-022-01080-x

RESEARCH

Characteristics of very late-onset 
schizophrenia-like psychosis as prodromal 
dementia with Lewy bodies: a cross-sectional 
study
Hideki Kanemoto1*  , Yuto Satake1, Takashi Suehiro1, Daiki Taomoto1, Fuyuki Koizumi1, Shunsuke Sato1, 
Tamiki Wada1, Keiko Matsunaga2, Eku Shimosegawa2, Mamoru Hashimoto1,3, Kenji Yoshiyama1 and 
Manabu Ikeda1 

Abstract 
Background: This study aimed to identify cases of potential prodromal DLB in very late-onset schizophrenia-like psy-
chosis (VLOSLP), using indicative biomarkers of dementia with Lewy bodies (DLB), and to evaluate the characteristics 
of psychosis as prodromal DLB.

Methods: Data of patients with VLOSLP without dementia and Parkinsonism, who underwent testing for at least one 
indicative biomarker of DLB, were retrospectively collected from the database of the psychiatry clinic at the Osaka 
University Hospital. Patients were divided into two groups based on the positive (VLOSLP+LB) and negative (VLOSLP–
LB) results of the indicative biomarkers of DLB. Age, gender, cognitive battery scores, prevalence of each type of delu-
sions and hallucinations, cerebral volume, and cerebral perfusion were compared between the two groups.

Results: Eleven VLOSLP+LB and 23 VLOSLP–LB participants were enrolled. There were no significant differences in 
age, proportion of females, and MMSE scores between the two groups. The standardized score of the digit symbol 
substitution test was significantly lower in the VLOSLP+LB than in VLOSLP–LB group (6.9 [3.1] vs. 10.0 [2.7], p = 0.005). 
The prevalence of visual hallucinations was significantly higher in the VLOSLP+LB group than in the VLOSLP-LB group 
(81.8% vs. 26.1%, p = 0.003). Auditory hallucinations were prevalent in both groups (43.5% in VLOSLP–LB, and 45.5% in 
VLOSLP+LB). Among patients with auditory hallucinations, auditory hallucinations without coexistent visual halluci-
nations tended to be more prevalent in VLOSLP–LB (7 out of 10) than in VLOSLP+LB patients (1 out of 5). Although 
cerebral volume was not different in any region, cerebral perfusion in the posterior region, including the occipital 
lobe, was significantly lower in the VLOSLP+LB group.

Conclusions: Psychomotor slowing, visual hallucinations, and reduced perfusion in the occipital lobe may be sug-
gestive of prodromal DLB in VLOSLP patients, even though the clinical manifestations were similar in many respects 
between VLOSLP+LB and VLOSLP–LB. Although auditory hallucinations were prevalent in both groups, most patients 
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original author(s) and the source, provide a link to the Creative Commons licence, and indicate if changes were made. The images or 
other third party material in this article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line 
to the material. If material is not included in the article’s Creative Commons licence and your intended use is not permitted by statutory 
regulation or exceeds the permitted use, you will need to obtain permission directly from the copyright holder. To view a copy of this 
licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/. The Creative Commons Public Domain Dedication waiver (http:// creat iveco 
mmons. org/ publi cdoma in/ zero/1. 0/) applies to the data made available in this article, unless otherwise stated in a credit line to the data.

Open Access

*Correspondence:  hkanemoto@psy.med.osaka-u.ac.jp

1 Department of Psychiatry, Osaka University Graduate School of Medicine, 
D3 2-2 Yamadaoka, Suita, Osaka 565-0871, Japan
Full list of author information is available at the end of the article

VLOSP
§ Délire/hallucinations

§ Début >60ans

Biomarqueurs DCL
§ DAT-scan
§ TEP-MIBG

Exclusion 
§ MMSE<24
§ TNC majeur

§ Trouble de l’humeur
§ Tumeur cérébrale 

/trouble 
cérébrovasculaire
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were performed using SPSS for Mac version 25.0 (IBM 
Corp., Armonk, NY, USA). !e level of statistical signifi-
cance was set at a two-tailed p < 0.05.

Differences in regional gray matter volume were exam-
ined using a two-sample t-test model in SPM between 
VLOSLP+LB and VLOSLP–LB. !e specific effect of 
each parameter was tested using [1] or [− 1] t-contrast 
with additional zeros for the remaining nuisance covari-
ates. Age, gender, and intracranial volume were used as 
nuisance covariates. !e statistical threshold was set to 
an uncorrected p < 0.01, and the extent threshold was set 
at more than 300 voxels.

To compare cerebral blood flow over the entire brain 
between VLOSLP+LB and VLOSLP–LB, three-dimen-
sional stereotactic surface projection (3D-SSP) images 
were firstly created using the Neurological Statistical 
Image Analysis Software (NEUROSTAT) [24]. Image 
analysis was performed using iSSP version 3.5 on FAL-
CON version 6.1.0.0 (Nihon Medi-Physics Co., Ltd., 
Japan). In this process, the spatial distribution of abnor-
mal cerebral blood flow was calculated for each SPECT 
data using the age-gender-matched normal control data-
base of Osaka University Hospital. !e spatial distri-
bution of abnormal cerebral blood flow was compared 

between VLOSLP+LB and VLOSLP–LB by calculating 
two-sample t-statistic values (converted to Z) at each 
voxel using iSSP3.5_2tZ (Nihon Medi-Physics Co., Ltd., 
Japan). !e statistical Z-threshold was set at 1.

Results
Characteristics
A total of 16 men and 48 women with VLOSLP were 
included (Fig. 1). !e mean (SD) age and MMSE scores 
were 78.5 (6.4) and 26.4 (1.8), respectively (Table  1). 
Two patients had no reliable family caregiver; therefore, 
their psychotic symptoms were assessed using the BPRS 
(scores were 45 and 30). Forty-nine patients (76.6%) had 
delusions, 35 (54.7%) had hallucinations, and 20 (31.3%) 
had both. !e most frequently observed delusions were 
persecution delusions (40.6%), followed by theft delu-
sions (39.1%), and phantom-border delusions (31.3%). 
!e most frequently observed hallucinations were audi-
tory hallucinations (35.9%), followed by visual hallucina-
tions (28.1%).

!irty-four patients underwent testing for at least one 
of the indicative biomarkers of DLB, of which 17 under-
went DAT SPECT and 22 underwent MIBG myocar-
dial scintigraphy. Table 1 shows the differences between 

Fig. 1 Participant selection. VLOSLP, very late-onset schizophrenia-like psychosis; DLB, dementia with Lewy bodies; VLOSLP+LB, VLOSLP with 
positive results in indicative biomarkers of DLB; VLOSLP–LB, VLOSLP with negative results in indicative biomarkers of DLB; CDR, Clinical Dementia 
Rating; MMSE, Mini-Mental State Examination

■ Syndrome délirant
■ Persécution/Phantom Boarder delusion

■ Hallucinations visuelles
■ Fluctuations cognitives
■ Agitation



Résultats

■ 11/34 (32,4%) avec biomarqueurs DCL+
■ Au moins 11/64 (17,2%)

VLOSLP+DCB

■ Hallucinations visuelles
■ Moins de syndrome délirant
■ Ralentissement psychomoteur à DSST
■ Et c’est tout !
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Table 2 Comparison between VLOSLP patients with positive results and negative results in tests for indicative biomarkers of DLB

VLOSLP+LB (n = 11) VLOSLP–LB (n = 23) E!ect size p†

Gender, female (%) 8 (72.7%) 20 (87.0%) 0.175 0.309

Age, years 76.8 (7.4) 80.2 (5.9) − 0.228 0.188

Onset age, years 74.5 (7.8) 77.1 (7.0) − 0.158 0.363

Education duration, years 12.3 (1.7) 12.3 (2.0) − 0.030 0.885

Cognitive battery

 MMSE 26.2 (1.9) 26.9 (1.7) − 0.182 0.308

 WMS-R LM I 10.5 (7.4) 12.4 (5.5) − 0.237 0.178

 WMS-R LM II 5.5 (4.2) 5.9 (5.1) − 0.016 0.925

 DSST,  ssa 6.9 (3.1) 10.0 (2.7) − 0.510d 0.005*

 BDT,  ssb 7.4 (3.2) 9.9 (3.1) − 0.358d 0.055

 Digit span,  ssb 10.0 (3.7) 10.8 (3.1) − 0.097 0.627

 Information,  ssb 10.6 (2.1) 10.1 (2.6) − 0.174 0.365

NPI-plusc

 Delusions 2.4 (2.3) 6.9 (4.3) − 0.482d 0.005*

 Hallucinations 2.7 (2.3) 4.1 (5.0) − 0.051 0.795

 Agitation/aggression 0.0 (0.0) 0.9 (2.7) − 0.213 0.562

 Dysphoria/depression 0.3 (0.7) 1.1 (2.1) − 0.159 0.483

 Anxiety 1.3 (2.7) 1.9 (3.0) − 0.104 0.617

 Euphoria 0.0 (0.0) 0.0 (0.2) − 0.119 0.857

 Apathy 0.8 (1.7) 3.5 (4.3) − 0.308d 0.129

 Disinhibition 0.1 (0.3) 1.2 (3.0) − 0.125 0.675

 Irritability 0.4 (1.0) 1.0 (2.7) − 0.050 0.857

 Aberrant motor behavior 0.0 (0.0) 0.7 (2.7) − 0.171 0.704

 Nighttime behavior 0.6 (1.3) 2.9 (3.0) − 0.352d 0.064

 Appetite 0.6 (1.9) 1.5 (2.9) − 0.153 0.562

 Cognitive fluctuation 1.4 (2.1) 1.6 (2.5) − 0.008 0.984

Contents of delusions

 At least one delusion 9 (81.8%) 22 (95.7%) 0.228 0.183

 Delusion of persecution 4 (36.4%) 14 (60.9%) 0.230 0.180

 Delusion of theft 4 (36.4%) 11 (47.8%) 0.108 0.529

 Delusional jealousy 1 (9.1%) 3 (13.0%) 0.057 0.738

 Phantom-border delusion 6 (54.5%) 9 (39.1%) 0.145 0.397

 Misidentification of person 0 (0.0%) 1 (4.3%) 0.120 0.483

 Misidentification of place 0 (0.0%) 2 (8.7%) 0.173 0.313

 Delusion of abandonment 0 (0.0%) 1 (4.3%) 0.120 0.483

 Misidentification of TV 0 (0.0%) 3 (13.0%) 0.215 0.210

 Other delusions 1 (9.1%) 5 (21.7%) 0.155 0.365

Modalities of hallucinations

 at least one hallucination 10 (90.9%) 14 (60.9%) 0.308d 0.072

 Auditory hallucinations 5 (45.5%) 10 (43.5%) 0.019 0.914

 Monolog 3 (27.3%) 4 (17.4%) 0.114 0.505

 Visual hallucinations 9 (81.8%) 6 (26.1%) 0.525d 0.002*

 Hallucinations of smell 0 (0.0%) 1 (4.3%) 0.120 0.483

 Tactile hallucinations 0 (0.0%) 1 (4.3%) 0.120 0.483

 Hallucinations of taste 0 (0.0%) 0 (0.0%) - -

 Other hallucinations 1 (9.1%) 2 (8.7%) 0.005 0.970

Medications

 Antipsychotics 2 (18.2%) 5 (21.7%) 0.041 0.810

 Benzodiazepine 3 (27.3%) 9 (39.1%) 0.116 0.498



Un nouveau venu dans la sédation 
d’urgence en France
AMM du Lorazepam injectable

Arrêté du 25 octobre 2023 modifiant la liste des spécialités pharmaceutiques agréées à 
l’usage des Collectivités et divers services publics. 
Journal officiel de la République française 31 octobre 2023 



Lorazepam injectable
Journal Officiel 31 octobre 2023

■ Pour le traitement symptomatique des états anxieux aigus et 
de l'agitation chez les patients qui, pour une raison 
quelconque, ne peuvent pas prendre de médicaments par 
voie orale

■ Chez les patients adultes et les adolescents de plus de 12 ans

■ Agrément collectivités



Conservation

Après dilution: 
Utiliser immédiatement de préférence

Ne pas conserver au-delà de 24h entre 2 et 8°C

Conservation et transport: entre 2°C et 
8°C

A l’abri de la lumière



Lorazepam IM et agitation TNC majeurs
Meehan et al. 2002



Lorazepam IM et agitation TNC majeurs
Battaglia et al. 2003



Données EBM 
Bak et al. 2019



Données EBM
Bak et al. 2019

■ Délai d’efficacité
■ 63–88% à 2h (critère de jugement principal) 
■ 78% à 15–20 minutes. 



Recommandations et guidelines
American Association for Emergency Psychiatry 2012



Recommandations et guidelines
American College of Emergency Physicians 2023



Recommandations et guidelines
International Psychogeriatric Association 2024

….



Synthèse en langue française
des recommandations mondiales 2022 
pour la prise en charge et la prévention 
des chutes chez les personnes âgées
Blain H et al. Synthèse en langue française des recommandations mondiales 2022 pour la prise en 
charge et la prévention des chutes chez les personnes âgées. Geriatr Psychol Neuropsychiatr
Vieil. 2023



Contexte

■ Recommandations mondiales Montero-Odasso et al. Age Ageing
2022

■ 30% des PA > 65 ans
■ Conséquences :

■ Morbidité
■ Perte d’indépendance
■ Hospitalisations 
■ Institutionnalisation
■ Surmortalité

■ 1% des dépenses de santé dans les pays industrialisés



Repérer, stratifier le risque et la prise en charge



Plan national antichute 2022-2024
Blain H et al. Plan antichute des personnes âgées France 2022-2024 : objectifs et 

méthodologie. Geriatr Psychol Neuropsychiatr Vieil. 2023

■ Contexte
■ 2 millions de chutes/an > 65 ans 
■ 136.000 H°/an
■ 10.000 décès/an
■ 1,5 milliard d’euros pour l’AM/an
■ 15%-30% des chutes évitables

■ Objectifs du plan : réduction en 3 ans 
■ 20% des chutes mortelles ou avec H° >65 ans
■ 27.000 H°
■ 2.000 décès

■ 6 axes : repérer, aménager, aides techniques, activité physique, 
téléassistance, sensibiliser



Recommandations du Working group 
Geriatric Psychiatry de la 
Bundesdirektorenkonferenz sur le 
traitement par lithium chez la Personne 
Âgée  

Christl, J. et al. Lithium Therapy in Old Age: Recommendations from a Delphi Survey. 
Pharmacopsychiatry 56, 188–196 (2023).



Méthodes

■ 24 experts issus du Working
group Geriatric Psychiatry

■ Sujets
■ Initiation
■ Monitoring durant le 

traitement
■ Arrêt 
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well as potential withdrawal of Li therapy in old age. Additionally, 
we compared our results to those of the Delphi Survey by Shulman 
et al. (2019) [13].

Methods
Members of the “Working Group Geriatric Psychiatry” from the 
“Bundesdirektorenkonferenz” (federal medical director board) 
were invited to participate in the survey. From this group, 19 mem-
bers joined the Delphi survey. Additionally, these psychiatrists were 
asked to nominate further experts on Li therapy or bipolar disor-
der. Based on recommendation, the list of experts was extended 
to include specialists who were not members of the Working 
Group. In the first round, a questionnaire with 22 multiple-choice 
questions was developed on the following topics: initiation of Li 
therapy, drug monitoring during ongoing treatment, and termina-
tion of Li therapy. The questions were based on existing reviews 
and guidelines. Each question was accompanied by a commentary 
section. An independent reviewer, who did not participate in the 
survey, analyzed the responses of experts. After the evaluation of 
the first round, the results were presented in an anonymized form 
to all participants and during a meeting of the Working Group. The 
comments were listed, and the percentage of the answers pertain-
ing to each comment was calculated. The number of abstentions 
was also determined. For the second round, responses with a con-
sensus above 60 % were transferred into recommendations. Each 
recommendation could be adopted or rejected (a binary “yes” or 
“no” decision), and additional commentaries were again permit-
ted. A consensus of 100 % in the first round was considered as ac-
ceptance by all participants. Responses with less than 60 % consen-

sus were excluded from the final survey. Recommendations of the 
second round, endorsed by at least 80 % of the participants, were 
considered as having achieved final consensus (▶Fig. 1).

Results
All 24 participants completed the Delphi survey. Many participants 
made use of the commentary section in the first questionnaire, 
which helped to improve and specify the recommendations in the 
second questionnaire. The consensus was achieved on 21 recom-
mendations pertaining to various aspects of from Li-therapy, in-
cluding the indication, pre-treatment screening, dosage, ongoing 
treatment monitoring, and withdrawal. The final recommendations 
that achieved more than 80 % approval from the experts are sum-
marized in ▶Table 1. Seven suggested recommendations of the 
second questionnaire failed to reach a final consensus. ▶Table 2 
summarizes these rejected recommendations and the comments 
of the experts.

Initiation of Lithium therapy
The consensus was achieved concerning the indication of a de novo 
Li therapy for the maintenance therapy of bipolar disorder, the aug-
mentation in therapy-resistant depression, and the prevention of 
suicide in old age. Additionally, consensus was achieved among ex-
perts with regard to concomitant medication with ACEIs, diuretics, 
ARBs, and opioids and concomitant diseases like vascular enceph-
alopathy, idiopathic Parkinson’s syndrome, and syncope.

No consensus was achieved for the indications of manic epi-
sodes ( < 57 % approval) and schizoaffective disorder ( < 52 % ap-
proval). No consensus was obtained for the initiation of Li therapy 

190

First survey round: multiple-choice questionnaire
(23 questions)

Evaluation of the results by an independent rater

Presentation of the results in anomyzed form
given the percentage value of the answers and
the listed comments, discussion of the results

Formulation of recommendations according to
the questions with > 60 % approval

Exclusion of answers
with < 60 % approval

Second survey round: dichotomous decision
(22 recommendations)

Acceptance of recommendations with
> 80 % approval

▶Fig. 1 Illustration of the Algorithm of the Delphi Process



Résultats

■ Absence de consensus
■ Episode maniaque/trouble 

schizo-affectif
■ Patients sous AINS/digoxine
■ Insuffisance rénale avec 

30<DFG<60
■ CI si fragilité ou TNC majeur
■ Dénutrition (fonction de la 

cause)
■ Bilan neuropsychologique 

pré-introduction
■ Recueil urines des 24h
■ Dosage cystatine C 
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▶Table 1 Recommendations.

Recommendation  % of 
approval

Initiation of lithium therapy
▪ A de-novo lithium treatment is indicated for inpatients with the following indications: 

• Maintenance therapy of bipolar disorder (type I and II)
• Maintenance therapy for recurrent depressive disorder
• Augmentation of therapy-resistant depressive episode
• Lowering the suicide risk in patients with affective disorder

100

▪ The numerical age
   is no decision criteria for de-novo lithium therapy.

96

▪  Treatment with lithium can be initiated under medication with ACEIs, diuretics, ARBs, and opioids, if close monitoring of the 
lithium concentrations and renal function is provided. Before initiating treatment with lithium, a possible change of ACEIs, 
diuretics, ARBs, or opioids should be evaluated together with the internist.

88

▪  Mild cognitive impairment does not categorically exclude a de-novo lithium treatment. Before initiating lithium treatment, a 
neuropsychological examination and differential diagnosis are recommended. The lithium oncentration should be closely 
monitored.

96

▪ Previous falls are no contraindication for a de-novo lithium treatment. 92

▪  Vascular encephalopathy, idiopathic Parkinson’s-syndrome, and syncopations are relative contraindications for a de-novo lithium 
treatment.

92

▪  Alternative to a measurement of the neck circumference, thyroid sonography is recommended before initiating lithium treatment. 88

▪ The following pre-treatment screenings are obligatory:
• creatinine
• eGFR
• blood count
• electrolytes (calcium included)
• TSH, T3, T4

• ECG
• weight
• blood pressure and heart rate

100

▪  Lithium-carbonate (450 mg) should be initiated with 0.5 tablets for 4 days; after obtaining the lithium concentration, the dosage 
can be augmented to one tablet once or 0.5 tablets twice daily on day 5.

88

Monitoring during ongoing lithium therapy

▪ 24-hour urine collection and EEG are not necessary for monitoring an established lithium therapy. 100

▪  In addition to creatinine, eGFR, blood count, electrolytes (calcium included), TSH, T3, T4, ECG, weight, blood pressure, and heart 
rate, the continuous monitoring of an established lithium therapy should include: 
• measurement of cystatin C
• thyroid sonography
• psychopathological examination
• neurological examination

96

▪  The following lithium concentrations are recommended for a stable and lithium-responsive patient:  
60–79 years: 0.4–0.7 mmol/L   ≥ 80 years: 0.4–0.6 mmol/L

96

▪  After one lithium intoxication, the medication should not generally be ended. If the patient responded to lithium, the lithium 
intoxication did not cause chronic renal insufficiency or other injuries, and dementia was not the reason for intoxication.

92

Withdrawal from lithium therapy

▪ If there are indications for reduced renal function, a nephrologist should be consulted. 96

▪ If the ending of the lithium therapy is decided, lithium should be withdrawn within three months. 96

▪ A malignant carcinoma or diabetes mellitus are no general contraindications for lithium therapy. 92

▪  The withdrawal from lithium cannot be dependent on the cognitive impairment due to dementia. In addition, the care and 
administration of the medication should be considered.

88

▪ For the neuropsychological evaluation, no specific neuropsychological tests can be recommended. 
    The decision to withdraw from lithium therapy is not dependent on the results of the neuropsychological tests. Therefore, the 

clinical symptoms should be taken into consideration.

100

▪ Among the group of mood stabilizers, lamotrigine, and valproate are possible alternatives. 92

▪ Among the group of atypical antipsychotics, quetiapine is the first choice as an alternative to lithium. 88

▪  Other atypical antipsychotics, which can be prescribed as an alternative to lithium, are aripiprazole, olanzapine, and risperidone. 83

ACEIs: angiotensin converting enzyme inhibitors; ARBs: angiotensin receptor blockers; eGFR: estimated glomerular filtration rate; EEG: electroen-
cephalogram; TSH: thyroid stimulating hormone.
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0.4 mmol/L may be sufficient for a proportion of OABD. The recom-
mended upper limits of lithium in the serum in this survey were also 
well below those recommended by others, implying that our experts 
believe that a lower concentration of lithium may be more effective 
in later than early life, or that concerns about adverse effects de-
mand greater caution when using lithium in older age. Some experts 
seemed to favor slightly higher serum lithium levels for Bipolar I pa-
tients but this did not achieve consensus. Increased efforts should 
be made to have laboratories report levels specifically for older 
adults that are in keeping with those recommended by clinical prac-
tice guidelines and by this survey. Certainly, the current therapeutic 
range for lithium levels reported by laboratories is much higher than 
is recommended by the most recent clinical practice guidelines6,33 
and the results of this survey for OABD. This current practice by 
local laboratories puts older adults at risk of lithium toxicity and adds 
urgency to this clinical issue. Providing separate more appropriate 
therapeutic ranges of serum lithium levels for older adults should 
help to minimize the risk of toxicity in this vulnerable population.20

With regard to lithium administration, the experts did not reach 
consensus on the value of twice compared to once daily dosing. The 
uncertainty in the literature on this point was reflected by the fact 
that some experts gave the same reason (less stress on the kidneys) 
for both options. The majority favored once daily dosing but this did 
not reach the consensus threshold.

Guidelines for safe monitoring of lithium levels and related lab-
oratory and clinical testing suggest that older adults with bipolar 
disorder should be seen routinely at least every three to six months 
with specific laboratory tests and clinical assessments administered 
as described in the results: renal functioning every 3-6 months, 
metabolic and endocrine testing every 6 months, and hematology 
yearly. Routine clinical assessment of gait and tremor should take 
place every 3-6 months and routine cognitive testing should be 
done annually using the MMSE34 or MoCA.35 By seeing OABD every 
3-6 months, clinicians will be able to monitor the clinical course and 
detect significant clinical or medical concerns at an early stage. In 
centers where the availability of psychiatrists is limited, family phy-
sicians or allied health professionals can supplement the necessary 
frequency of clinical monitoring. Special attention must be given to 
the signs of lithium toxicity in order to avoid the “prescribing cas-
cade” that mistakes lithium side effects and signs of toxicity for an-
other disorder such as parkinsonism, dementia, or gastrointestinal 
disorder. As most side effects of lithium are dose dependent, these 
guidelines offer room to lower the dose and serum level without loss 
of effectiveness.

The safety measures recommended for lithium use in this survey 
should not suggest that the other possible choices for mood stabiliz-
ers are safer and without their own risks. Indeed, there is much that 
we do not know about the adverse effects of the atypical antipsy-
chotics and other mood stabilizers in OABD inviting more specific 
research on this issue. Notwithstanding the potential side effects 
and toxicity associated with lithium use in OABD, the experts still 
concluded that lithium is the preferred choice for maintenance 
treatment in OABD. Similarly, despite the consensus in this survey, it 
should be clear that maintenance treatment with lithium is not nec-
essarily the best option for all OABD and clinicians must continue to 
make individualized choices based on multiple factors.

Given the scope of the Delphi survey the oversight team decided 
not to drill down on the question of lithium’s effects on long-term renal 
function. Some members of the OABD task force argued in favor of 
reassuring clinicians about the long-term safety of lithium with regard to 

Frequency Lab testing Clinical assessments

3-6 months Lithium level 
Serum creatinine 
eGFR 
BUN

Tremor 
Gait

6-12 months Thyroid function (TSH) 
Fasting glucose 
Fasting cholesterol (lipids) 
Triglycerides 
Weight (including waist circumference) 
Calcium

12 months Hematology Routine cognitive 
screening (MMSE and/
or MoCA)

As concerns 
rise

General and comprehen-
sive neurological 
assessments

TA B L E  3   Routine laboratory and 
clinical monitoring

TA B L E  4   Common signs of lithium toxicity among OABD

Consensus reached

• Impaired ability to sustain and shift attention
• Delirium
• Tremor of the extremities
• Ataxia
• Gastrointestinal symptoms such as nausea and vomiting

Consensus not reached

• Diarrhea
• Hyperreflexia
• Polyuria and polydipsia
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1  | INTRODUC TION

Older adults with bipolar disorder (OABD), generally regarded 

as age 60 years or over, represent 6% of geriatric psychiatry 

outpatient visits and 10% of geriatric psychiatry inpatients.1 

OABD is expected to comprise 50% of all cases of bipolar dis-

order by 2030.2 Despite these significant numbers, international 

guidelines for the treatment of bipolar disorders have generally 
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Objectives: Despite the growing numbers and proportion of older adults with bipolar 

disorder (OABD), there are very limited guidelines for the use of lithium with its dou-

ble-edged potential for effectiveness and toxicity in this population. The primary 

aims of this Delphi survey were: (a) To determine the place of lithium among the 

preferred choices for maintenance treatment of OABD. (b) To provide detailed clini-

cal guidelines for the safe and effective use of lithium in OABD.

Methods: In the face of limited evidence, the Delphi survey method was used to 

achieve consensus by a group of 25 experts in OABD from nine countries. An over-

sight committee monitored and analyzed the results of each survey and formulated 

more focused questions with each subsequent iteration.

Results: A 100% response rate was achieved for all three iterations of the survey. 

Lithium was the preferred choice for maintenance monotherapy in OABD. Serum 

levels of 0.4-0.8 mmol/L were recommended for ages 60-79 and serum levels of 

0.4-0.7 mmol/L were recommended for ages 80 and over. Specific recommendations 

achieved consensus for second line monotherapy as well as for other drugs to be 

used in combination with lithium if necessary. Guidelines for routine monitoring of 

lithium in OABD were provided for laboratory investigations and clinical 

assessments.

Conclusions: Lithium remains the preferred choice for maintenance monotherapy in 

OABD. Laboratories should report the therapeutic range for serum levels of lithium 

separately for older adults.

K E Y W O R D S

Delphi, lithium, maintenance, older adults
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again no consensus was achieved regarding order of preference): 
lamotrigine, quetiapine, and valproate. The experts (84%) did not 
recommend a different therapeutic range for lithium when used in 
combination with another psychotropic agent.

3.3 | Advice for the safe use of lithium in OABD

After the third iteration, the expert panel achieved consensus re-
garding the target serum concentration of lithium: 0.4 to 0.8 mmol/L 
for OABD aged 60 to 79 years and 0.4 to 0.7 mmol/L for those aged 
80 years or over. Sixty-four percent of panel members indicated that 
the diagnosis of bipolar I and II should not influence the target thera-
peutic range. There was no consensus regarding the preferred pat-
tern for the daily dosing of lithium: once or twice per day.

Recommendations for maintenance therapy for older adults with 
bipolar disorder (OABD) can be seen in Table 1.

Table 2 shows the therapeutic ranges of the serum concentra-
tion of lithium reported by the local laboratories used by the expert 
panelists. We requested this information to determine the current 
practice of laboratories in reporting the therapeutic range for serum 
lithium levels and to ascertain whether local laboratories provided 
separate guidelines for older adults. The most common level at the 
lower limit of the therapeutic range was 0.6 mmol/L (45%) while the 
most common level for upper limit was 1.2 mmol/L (60%). The cur-
rent ranges reported by the labs are well above the range recom-
mended by the experts and by recent CPG’s for all adults. None of 
the labs reported a separate therapeutic range for older adults.

A summary of the consensus recommendations regarding the 
routineassessment of OABD receiving maintenance treatment with 
lithium can be seen in Table 3. On that basis, it is recommended that 
OABD maintained on lithium should be assessed by a clinician at 
least every 6 months.

Table 4 describes the expert consensus regarding the common 
signs of lithium toxcity among OABD.

4  | FURTHER RESE ARCH

From comments received, experts suggested that further research is 
needed in OABD on the following:

1. Lithium’s long-term effects on renal function and specifically 
the concern about chronic renal failure

2. Lithium’s and the atypical antipsychotics’ effect on metabolic 
function

3. Guidelines for the use of other mood stabilizers such as lamotrig-
ine, quetiapine, olanzapine, and risperidone

4. The potential neuroprotective properties of lithium and potential 
for protection from cancers.

5  | DISCUSSION

The results of this survey indicate that lithium remains the preferred 
choice of experts for mood stabilization during the maintenance 
phase of OABD. This recommendation must be viewed in the con-
text of a significant and steady decline in use of lithium in this popu-
lation, likely as a result of excessive anxiety about its safety profile 
in later life and the lack of pharmaceutical marketing. Hence these 
findings should provide some reassurance and guidance for clini-
cians to be more confident in their use of lithium in older adults. The 
recommended maintenance serum range for lithium for ages 60-79 
is 0.4 to 0.8 mmol/L, while for people aged 80 years or over is 0.4 to 
0.7 mmol/L. Surprisingly there was not much difference in the rec-
ommended therapeutic range for these two age groups. The most 
obvious difference compared with published guidelines pertains to 
the lower therapeutic limit of 0.4 mmol/L compared to 0.6 mmol/L 
recommended by Malhi et al6and 0.5 mmol/L recommended by 
Wijeratne and Draper.32 Our group of experts concluded that 

TA B L E  1   Recommendations for maintenance therapy for older adults with bipolar disorder (OABD)

Target serum lithium range
First‐line choices to COMBINE with lithium 
maintenance treatment for OABD

Second‐line choices for monotherapy 
treatment for OABDAge mmol/L

60-79 0.4-0.8 Lamotrigine Lamotrigine

80+ 0.4-0.7 Quetiapine Olanzapine

Valproate Quetiapine

Valproate

TA B L E  2   Therapeutic range for serum lithium levels in labs used 
by experts

Range No. labs

0.6-1.2 7

0.5-1.2 3

0.5-1.0 3

0.4-1.3 2a

0.6-1.5 1

0.6-1.0 1

0.7-1.2 1

0.8-1.2 1

No specific therapeutic range; intoxicated level alerted 
when>1.5 mmol/L

1

aOne lab was used by multiple experts. 
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1  | INTRODUC TION

Older adults with bipolar disorder (OABD), generally regarded 

as age 60 years or over, represent 6% of geriatric psychiatry 

outpatient visits and 10% of geriatric psychiatry inpatients.1 

OABD is expected to comprise 50% of all cases of bipolar dis-

order by 2030.2 Despite these significant numbers, international 

guidelines for the treatment of bipolar disorders have generally 
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Objectives: Despite the growing numbers and proportion of older adults with bipolar 

disorder (OABD), there are very limited guidelines for the use of lithium with its dou-

ble-edged potential for effectiveness and toxicity in this population. The primary 

aims of this Delphi survey were: (a) To determine the place of lithium among the 

preferred choices for maintenance treatment of OABD. (b) To provide detailed clini-

cal guidelines for the safe and effective use of lithium in OABD.

Methods: In the face of limited evidence, the Delphi survey method was used to 

achieve consensus by a group of 25 experts in OABD from nine countries. An over-

sight committee monitored and analyzed the results of each survey and formulated 

more focused questions with each subsequent iteration.

Results: A 100% response rate was achieved for all three iterations of the survey. 

Lithium was the preferred choice for maintenance monotherapy in OABD. Serum 

levels of 0.4-0.8 mmol/L were recommended for ages 60-79 and serum levels of 

0.4-0.7 mmol/L were recommended for ages 80 and over. Specific recommendations 

achieved consensus for second line monotherapy as well as for other drugs to be 

used in combination with lithium if necessary. Guidelines for routine monitoring of 

lithium in OABD were provided for laboratory investigations and clinical 

assessments.

Conclusions: Lithium remains the preferred choice for maintenance monotherapy in 

OABD. Laboratories should report the therapeutic range for serum levels of lithium 

separately for older adults.

K E Y W O R D S

Delphi, lithium, maintenance, older adults

■ Absence de consensus
■ Fréquence du suivi 

biologique
■ DFG et Li Hebdomadaire le 

premier mois
■ Puis mensuellement (52%)
■ DFG Hebdomadaire (-) ou 

mensuel (+) si 
IACE/diurétiques/opioïdes
/ARA2

■ Outil de screening cognitif
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▶Table 1 Recommendations.

Recommendation  % of 
approval

Initiation of lithium therapy
▪ A de-novo lithium treatment is indicated for inpatients with the following indications: 

• Maintenance therapy of bipolar disorder (type I and II)
• Maintenance therapy for recurrent depressive disorder
• Augmentation of therapy-resistant depressive episode
• Lowering the suicide risk in patients with affective disorder

100

▪ The numerical age
   is no decision criteria for de-novo lithium therapy.

96

▪  Treatment with lithium can be initiated under medication with ACEIs, diuretics, ARBs, and opioids, if close monitoring of the 
lithium concentrations and renal function is provided. Before initiating treatment with lithium, a possible change of ACEIs, 
diuretics, ARBs, or opioids should be evaluated together with the internist.

88

▪  Mild cognitive impairment does not categorically exclude a de-novo lithium treatment. Before initiating lithium treatment, a 
neuropsychological examination and differential diagnosis are recommended. The lithium oncentration should be closely 
monitored.

96

▪ Previous falls are no contraindication for a de-novo lithium treatment. 92

▪  Vascular encephalopathy, idiopathic Parkinson’s-syndrome, and syncopations are relative contraindications for a de-novo lithium 
treatment.

92

▪  Alternative to a measurement of the neck circumference, thyroid sonography is recommended before initiating lithium treatment. 88

▪ The following pre-treatment screenings are obligatory:
• creatinine
• eGFR
• blood count
• electrolytes (calcium included)
• TSH, T3, T4

• ECG
• weight
• blood pressure and heart rate

100

▪  Lithium-carbonate (450 mg) should be initiated with 0.5 tablets for 4 days; after obtaining the lithium concentration, the dosage 
can be augmented to one tablet once or 0.5 tablets twice daily on day 5.

88

Monitoring during ongoing lithium therapy

▪ 24-hour urine collection and EEG are not necessary for monitoring an established lithium therapy. 100

▪  In addition to creatinine, eGFR, blood count, electrolytes (calcium included), TSH, T3, T4, ECG, weight, blood pressure, and heart 
rate, the continuous monitoring of an established lithium therapy should include: 
• measurement of cystatin C
• thyroid sonography
• psychopathological examination
• neurological examination

96

▪  The following lithium concentrations are recommended for a stable and lithium-responsive patient:  
60–79 years: 0.4–0.7 mmol/L   ≥ 80 years: 0.4–0.6 mmol/L

96

▪  After one lithium intoxication, the medication should not generally be ended. If the patient responded to lithium, the lithium 
intoxication did not cause chronic renal insufficiency or other injuries, and dementia was not the reason for intoxication.

92

Withdrawal from lithium therapy

▪ If there are indications for reduced renal function, a nephrologist should be consulted. 96

▪ If the ending of the lithium therapy is decided, lithium should be withdrawn within three months. 96

▪ A malignant carcinoma or diabetes mellitus are no general contraindications for lithium therapy. 92

▪  The withdrawal from lithium cannot be dependent on the cognitive impairment due to dementia. In addition, the care and 
administration of the medication should be considered.

88

▪ For the neuropsychological evaluation, no specific neuropsychological tests can be recommended. 
    The decision to withdraw from lithium therapy is not dependent on the results of the neuropsychological tests. Therefore, the 

clinical symptoms should be taken into consideration.

100

▪ Among the group of mood stabilizers, lamotrigine, and valproate are possible alternatives. 92

▪ Among the group of atypical antipsychotics, quetiapine is the first choice as an alternative to lithium. 88

▪  Other atypical antipsychotics, which can be prescribed as an alternative to lithium, are aripiprazole, olanzapine, and risperidone. 83

ACEIs: angiotensin converting enzyme inhibitors; ARBs: angiotensin receptor blockers; eGFR: estimated glomerular filtration rate; EEG: electroen-
cephalogram; TSH: thyroid stimulating hormone.

■ Intérêt d’un arrêt progressif (↘
20-25%/2semaines) pour 
limiter le risque de rechute ou 
d’IS

■ Absence de consensus
■ En cas d’apparition d’un TNC 

majeur (<67% pour le 
maintien)
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Alzheimer’s disease drug development pipeline 2024
For BPSD
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■ ACP-204
■ AVP-786
■ AXS-05
■ Escitalopram
■ KarXT
■ Nabilone
■ Masupiridine



Cummings et al. 2024

dextromethorphane
deutérée/quinidine

dextromethorphane
/buproprion

Alzheimer’s disease drug development pipeline 2024
For BPSD



Dextromethorphane-Buproprion (AXS-05)
Données dans la dépression
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Xanomeline–Trospium
Données dans la schizophrénie

Essai EMERGENT-2
LANCET Décembre 2023

Essai EMERGENT-3
JAMA Psychiatry Mai 2024



Dexmedetomidine (BXCL-501)
Données dans l’agitation dans la schizophrénie et le trouble bipolaire 
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Dexmedetomidine (BXCL-501)
Agitation aiguë dans la maladie d’Alzheimer 
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