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potentiel avec une société commerciale 



Objectifs d'apprentissage 

• 1.Reconnaître le délirium et ses différents sous-
types 

• 2. Utiliser une échelle de dépistage du délirium 
en soins palliatifs 

• 3. Effectuer une prise en charge judicieuse du 
délirium et appliquer les traitements appropriés



Plan
• Quelques statistiques concernant le délirium  

• Définition du délirium 

• Dépistage et diagnostic  

• Traitement du délirium



Quelques données 
• Le délirium est une condition hautement 

prévalante chez les patients souffrant de cancer 
avancé, particulièrement dans leurs dernières 
semaines de vie 

• Taux de prévalence jusqu'à 88% ont été 
rapportés dans les dernières semaines de vie 

• 28-48% des personnes en sont atteintes lors de 
leur admission en soins palliatifs 



• Seulement 30% sont diagnostiqués 

• C’est un facteur de mauvais pronostic 
indépendant chez les patients avec une maladie 
avancée 

• Environ 50% des épisodes de déliriums sont 
réversibles 



Définition du délirium 
• La caractéristique essentielle du délirium est 

une perturbation de l'attention et de la vigilance 
(ou de la conscience) 

• Associés à des troubles cognitifs et/ou 
développement de troubles perceptuels 

• Non expliqués par une condition psychiatrique 
ou démence en évolution



Caractéristiques du délirium 
• Se développe sur une courte période de temps 

• Fluctue dans le temps 

• Trouble de la concentration 

• Trouble de la mémoire 

• Confusion 

• Désorientation 



Caractéristiques du délirium 
• Troubles perceptuels: hallucinations / délires (moins 

fréquent) 

• Désorganisation de la pensée  

• Altération des fonctions exécutives  

• Agitation, désinhibition, irritabilité 

• Perturbation du cycle éveil/sommeil



Critères diagnostiques du 
délirium selon le DSM-5

• A. Modification de l'état de conscience (i.e. 
diminution de la vigilance à l'environnement) avec 
une diminution de l'attention (i.e.  diminution de la 
capacité à maintenir un focus ou modifier son 
attention) 

• B. La perturbation se développe sur une courte 
période de temps (quelques heures à quelques 
jours), représente un changement de son niveau 
de base et tend à fluctuer au cours d'une même 
journée 



• C. Changement cognitif additionnel ( trouble de 
la mémoire, désorientation, trouble du langage, 
trouble de la perception) par rapport à son 
niveau de base 

• D. Les perturbations décrites ne sont pas 
expliquées par un trouble neuro-cognitif pré-
existant  et ne se produit pas dans un contexte 
d’ un coma 



• E. Il y a évidence selon l'histoire, l'examen 
physique ou le bilan d’investigation que le 
délirium est la conséquence physiologique 
directe  d'une condition  médicale, d'une 
intoxication ou sevrage d'une substance ou est 
d'étiologie multifactorielle.



Les sous types de délirium 
Hyperactif                             Hypoactif 
                                              Le plus fréquent: 68-86% des cas de délirium 

Hypervigilance                               Hypovigilance 

Agitation                                         Somnolence 

Irritabilité                                        Apathie  

Hyperexcitation                              Ralentissement psychomoteur 

Combativité  

Hallucinations-délires  

* Le sous type mixte nécessite des symptômes du délirium hyperactif et hypoactif  



Pathophysiologie complexe  
& multifactorielle 



• Débalancement des neurotransmetteurs : déficit 
cholinergique, augmentation de la dopamine et 
altération de nombreux autres neurotransmetteurs 
(GABA, NMDA, sérotonine)  

• Neuro-inflammation (cytokines) 

• Vieillissement neuronal  

• Stress oxydatif 

• Modification des taux de mélatonine 

• Dysfonctionnement de la barrière hémato-encéphalique 



Facteurs de risque 
1. Pathologies non reliées au cancer 

- Démences et troubles cognitifs 

- Âge avancé (>80 ans) 

- Dépression 

- Histoire d'abus d'alcool  

- Histoire de maladie cérébro-vasculaire  

- Atcd de délirium 



2. Pathologies intracrâniennes reliées au 
cancer 

- Cancer primaire cérébral 

- Métastases cérébrales ou lepto-méningées  

- Atteinte cognitive post chimiothérapie/
radiothérapie 



3. Facteurs de vulnérabilité systémiques 

- Hypoalbuminémie 

- Mauvais statut de performance (PPS/ ECOG) 

- Dysfonction organique  

- Maladie à un stade avancé  

-Syndrome de cachexie-anorexie



4. Facteurs divers 

- Troubles visuels et hypoacousie  

- Syndrome d'apnée du sommeil  

- Polypharmacie 

- Faible niveau de scolarité  

- Changement de lieu de soins



Délirium

Désordres métaboliques  
électrolytiques

Problèmes 
Hématologiques

Déshydratation

Effets secondaires de la chimiothérapie  
et de la radiothérapie 

Facteurs précipitants le délirium

Désordres endocriniens

Insuffisance d’organe

Sevrage de médicaments  
ou de substances 

Infection ou sepsis

Médication

Pathologies intracrâniennes 
Facteurs inflammatoires 

reliés au cancer

Autres



Méthodes de dépistage 
• Le dépistage s'effectue à l'aide d'outils et  aussi avec la 

collaboration des proches  

• Instruments de dépistage :  

        - Nu-DESC :Nursing delirium Screening Scale 

        - EDD : Échelle de dépistage du délirium  

         (version francophone )    

-CAM (Confusion Assessment Method) 
www.hospitalderlifeprogram.org/           

      





Caractéristiques de l'EDD

•  Sensibilité = 85,7 %  

•  Spécificité = 86,8% 

• Chaque symptôme est coté de 0 à 2  

• Seuil de positivité: plus grand ou égal à 2



Les conséquences du délirium 
• Limitation de la communication avec les proches et avec les 

soignants  

• Diminue la qualité relationnelle 

• Affecte l’évaluation des symptômes  

• Affecte la capacité de prise de décision du patient  

• Augmente l’incontinence, les chutes et la difficulté à s’hydrater 

• Augmentation de la durée de séjour en milieu hospitalier  

• Entraîne de détresse pour le patient, ses proches et aussi le 
personnel soignant (surtout lors des déliriums hyperactifs)



La prévention du délirium 

1. Non pharmacologique
• Une récente méta-analyse a démontré une diminution de 

l’incidence de 40% chez la clientèle gériatrique avec des 
interventions telles:  

• - Minimiser la désafférentation 

• - Mesures d’orientation    

• - Améliorer l’hydratation 

• - Révision de la médication psychoactive 

• - Améliorer l’hygiène du sommeil                    



2. Pharmacologiques

• Il n’y a pas d’évidence que les inhibiteurs de la 
cholinestérase ou les antipsychotiques 
diminuent l’incidence du délirium 

• Une étude a démontré une diminution de 
l’incidence de délirium avec la prise de 
mélatonine à bas dosage 



Impacts pour le patient et ses proches 
1. L'expérience du patient 

- On rapporte des taux de souvenirs (recall rate) du 
délirium de 28-74% selon les études  

- Ceux qui se souviennent de leur épisode de 
délirium rapportent de la détresse/angoisse dans 
73-81% du temps selon les diverses études  

- Le type de délirium n'influence pas leur capacité à 
se souvenir ni leur détresse 



2. Impact sur les proches 

- Les familles rapportent souvent de la détresse à 
être témoin du délirium de leur proche, 
particulièrement lorsqu'il s'agit d'un délirium 
hyperactif  

3. Impact sur les soignants 

- Il entraîne plus de stress sur les soignants surtout 
lors du délirium hyperactif



Le bilan d'investigation 
• Doit être orienté en continué avec les objectifs de 

soins du patient   

     - Évaluation de la médication  (fait aussi partie 
des solutions de prévention) 

     - Bilan sanguin de base  

     - Bilan infectieux  

    - Imagerie médicale 



Approches thérapeutiques 
non pharmacologiques 

1. Déceler et corriger les facteurs précipitants : 
fondamental lorsque possible 

2. Soutien au patient et à ses proches 

3. Éducation aux proches du patient



Interventions auprès du patient 

• Adopter une attitude apaisante 

• Parler d'un ton calme pour rassurer 

• Communiquer clairement: un message à la fois, 
phrases courtes, consignes claires



• Annoncer les interventions cliniques  

• Répéter les consignes, les informations 

• Ramener l'attention sur le présent et corriger 
doucement les mauvaises interprétations 
(hallucinations, délires, désorientation) 



• Réorientation cognitive 

     - Réorienter le patient 

     - Placer en évidence un calendrier, une horloge   

- Recréer un environnement familier 

     - Identification claire des soignants  

• Éviter de la désafférentation  

     - lunettes, appareils auditifs



• Diminuer l’excès de bruit 

• Assurer un éclairage adéquat 

• Favoriser le sommeil la nuit 

• Éviter de sous-stimuler ou d’hyperstimuler 

• Éviter les contentions  

     - surveillance étroite, utiliser un membre de la            
famille 



Interventions de soutien aux proches 

• Rassurer les proches en expliquant qu'il s'agit d'une 
complication médicale  

• Guider les proches sur les attitudes sécurisantes et 
aidantes à avoir face aux symptômes (réorientation 
dans la réalité, stimulation cognitive, assistance aux 
AVQ) 

• Corriger les mésinterprétations des symptômes  

• Permettre l'expression des sentiments: tristesse, 
inquiétude, désarroi, etc.







Traitements pharmacologiques 

• Ad récemment, les antipsychotiques étaient la pierre angulaire du 
traitement du délirium, mais ce rôle nécessite d’être réévalué à la lumière 
d’une récente étude 

• 1) L’Haldol est le plus utilisé 

• 2) Les antipsychotiques de deuxième génération 

     - Olanzapine 

     - Risperidone  

     - Quetiapine 

   3) Les antipsychotiques de troisième génération

- Aripiprazole 



Effets secondaires des antipsychotiques 

• Effets extrapyramidaux (rigidité,  tremblements, trouble de la 
marche, dyskinésie tardive) 

• Effets anticholinergiques 

• Effet sédatif 

• HTO 

• Effets cardiaques: allongement de l'intervalle QT et arythmie  

• Convulsions  

• Syndrome neuroleptique malin  (< 1%)





Dosages recommandés

• Haloperidol : 0,5 à 10 mg/24h po, sc  (rarement 
plus de 5mg/24h) 

• Olanzapine: 2,5 à 20 mg/24h po, fondant ou sc 

• Risperidone: 0,25 à 6 mg/24h po 

• Aripiprazole: 5-20 mg/24h po 

• Methotrimeprazine: 12,5 à 80 mg/24h (plus 
lorsque effet sédatif recherché) po ou sc



Le dosage moyen d'antipsychotiques varie selon 
le type de délirium :  

     - Hypoactif: Haldol 1,5 mg die  

     - Mixte: Haldol 2,1 mg die 

     -Hyperactif: 7,7 mg die
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Efficacy of Oral Risperidone, Haloperidol, or Placebo
for Symptoms of Delirium Among Patients in Palliative Care
A Randomized Clinical Trial
Meera R. Agar, PhD; Peter G. Lawlor, MB; Stephen Quinn, PhD; Brian Draper, MD; Gideon A. Caplan, MBBS;
Debra Rowett, BPharm; Christine Sanderson, MPH; Janet Hardy, MD; Brian Le, MBBS; Simon Eckermann, PhD;
Nicola McCaffrey, PhD; Linda Devilee, MBus; Belinda Fazekas, BN; Mark Hill, PhD; David C Currow, PhD

IMPORTANCE Antipsychotics are widely used for distressing symptoms of delirium, but
efficacy has not been established in placebo-controlled trials in palliative care.

OBJECTIVE To determine efficacy of risperidone or haloperidol relative to placebo in relieving
target symptoms of delirium associated with distress among patients receiving palliative care.

DESIGN, SETTING, AND PARTICIPANTS A double-blind, parallel-arm, dose-titrated randomized
clinical trial was conducted at 11 Australian inpatient hospice or hospital palliative care
services between August 13, 2008, and April 2, 2014, among participants with life-limiting
illness, delirium, and a delirium symptoms score (sum of Nursing Delirium Screening Scale
behavioral, communication, and perceptual items) of 1 or more.

INTERVENTIONS Age-adjusted titrated doses of oral risperidone, haloperidol, or placebo
solution were administered every 12 hours for 72 hours, based on symptoms of delirium.
Patients also received supportive care, individualized treatment of delirium precipitants, and
subcutaneous midazolam hydrochloride as required for severe distress or safety.

MAIN OUTCOME AND MEASURES Improvement in mean group difference of delirium symptom
score (severity range, 0-6) between baseline and day 3. Five a priori secondary outcomes:
delirium severity, midazolam use, extrapyramidal effects, sedation, and survival.

RESULTS Two hundred forty-seven participants (mean [SD] age, 74.9 [9.8] years; 85 women
[34.4%]; 218 with cancer [88.3%]) were included in intention-to-treat analysis (82 receiving
risperidone, 81 receiving haloperidol, and 84 receiving placebo). In the primary
intention-to-treat analysis, participants in the risperidone arm had delirium symptom scores
that were significantly higher than those among participants in the placebo arm (on average
0.48 Units higher; 95% CI, 0.09-0.86; P = .02) at study end. Similarly, for those in the
haloperidol arm, delirium symptom scores were on average 0.24 Units higher (95% CI,
0.06-0.42; P = .009) than in the placebo arm. Compared with placebo, patients in both
active arms had more extrapyramidal effects (risperidone, 0.73; 95% CI, 0.09-1.37; P = .03;
and haloperidol, 0.79; 95% CI, 0.17-1.41; P = .01). Participants in the placebo group had better
overall survival than those receiving haloperidol (hazard ratio, 1.73; 95% CI, 1.20-2.50;
P = .003), but this was not significant for placebo vs risperidone (hazard ratio, 1.29; 95% CI,
0.91-1.84; P = .14).

CONCLUSIONS AND RELEVANCE In patients receiving palliative care, individualized
management of delirium precipitants and supportive strategies result in lower scores and
shorter duration of target distressing delirium symptoms than when risperidone or
haloperidol are added.

TRIAL REGISTRATION anzctr.org.au Identifier: ACTRN12607000562471.

JAMA Intern Med. 2017;177(1):34-42. doi:10.1001/jamainternmed.2016.7491
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Invited Commentary page 42

Supplemental content at
jamainternalmedicine.com

CME Quiz at
jamanetworkcme.com

Author Affiliations: Author
affiliations are listed at the end of this
article.

Corresponding Author: Meera R.
Agar, PhD, Centre for Cardiovascular
and Chronic Care, Faculty of Health,
University of Technology Sydney,
Level 3, 235 Jones St (PO Box 123),
Ultimo, New South Wales, Australia
(meera.agar@uts.edu.au).

Research

JAMA Internal Medicine | Original Investigation

34 (Reprinted) jamainternalmedicine.com

Copyright 2017 American Medical Association. All rights reserved.

Downloaded From:  by Hopital Santa Cabrini, Josee Berthelette on 12/01/2017



Copyright 2017 American Medical Association. All rights reserved.

In primary intention-to-treat analyses between risperi-
done and placebo (n = 166), those in the risperidone arm had
significantly greater delirium symptom scores that were, on
average, 0.48 Units (95% CI, 0.09-0.86; P = .02) higher than
those in the placebo group at study end. Similarly, patients in
the haloperidol arm also experienced significantly greater de-
lirium symptoms than those in the placebo arm at study end
that were, on average, 0.24 Units higher (95% CI, 0.06-0.42;
P = .009).

Secondary multivariable mixed-model analysis of de-
lirium corroborates these results (Table 2 and Figure 2). De-
lirium symptom scores per day were higher in patients taking
risperidone relative to those receiving placebo on average by
0.24 Units (95% CI, 0.11-0.38; P < .001). Similarly, patients re-
ceiving haloperidol had delirium symptom scores that were,
on average 0.21 Units (95% CI, 0.08-0.34; P = .002) higher per
day than those receiving placebo.

Participants receiving risperidone also had a signifi-
cantly higher MDAS score (delirium severity) per day than those
in the placebo arm, with a mean difference of 0.96 (95% CI,
0.16-1.77; P < .001) (eFigure 1 in Supplement 2). Memorial De-
lirium Assessment Scale scores were higher per day in those
receiving haloperidol vs placebo, but did not reach statistical
significance (0.75; 95% CI, −0.03 to 1.51; P = .06).

In a post hoc multivariable mixed-model analysis, no sta-
tistically significant difference between groups was seen for
the lowest delirium symptom score achieved during the study
period (after baseline). The mean lowest achieved score was
0.15 Units higher in the risperidone group compared with those
receiving placebo (95% CI, –0.16 to 0.48; P = .31) and 0.01 Units
lower in the haloperidol group compared with those receiv-
ing placebo (95% CI, −0.41 to 0.43; P = .95).

There were statistically significantly greater mean extra-
pyramidal effects in the risperidone vs placebo arms each day
(0.73; 95% CI, 0.09-1.37; P = .03) and in the haloperidol vs pla-
cebo arms (0.79; 95% CI, 0.17-1.41; P = .01). There were no dif-
ferences in subscale scores for parkinsonism and akathisia and
no serious extrapyramidal adverse effects.

For those taking risperidone compared with placebo, there
were no significant differences in the Richmond Agitation Se-
dation scores per day (–0.05; 95% CI, −0.19 to 0.09; P = .52),
but a significant difference between scores per day for those
taking haloperidol vs placebo (–0.14; 95% CI, −0.28 to −0.00;
P = .048). A greater proportion of participants in the placebo
group (39 of 62 [62.9%]) had a Richmond Agitation-Sedation
Scale score of 0 (no sedation or agitation) at study end than in
either the risperidone (25 of 46 [54.3%]) or haloperidol (33 of
61 [54.1%]) groups, but this was not statistically significant (χ2;
P = .55).

Thirty-four participants died during the study period (9 in
the placebo group, 9 in the haloperidol group, and 16 in the
risperidone group). For overall survival, those receiving ris-
peridone were 29% more likely to die vs those receiving pla-
cebo (hazard ratio, 1.29; 95% CI, 0.91-1.84; P = .14), while those
receiving haloperidol were 73% more likely to die (hazard ra-
tio, 1.73; 95% CI, 1.20-2.50; P = .003) vs those receiving pla-
cebo (Figure 3). Median survival for all participants in the pla-
cebo group was 26 days compared with 17 days for those in the
risperidone arm and 16 days for those in the haloperidol arm.
In a post hoc analysis, those receiving an antipsychotic drug
were approximately 1.5 times more likely to die (hazard ratio,
1.47; 95% CI, 0.18-2.01; P = .01).

In post hoc analysis, for those older than 65 years, there
was no significant difference between arms in mean dose at
study end (P = .09) (eFigure 2A in Supplement 2). In those
65 years or younger, those in the placebo arm had less titra-
tion, with a lower mean dose (P = .01) (eFigure 2B in
Supplement 2).

Midazolam use was significantly lower among those in the
placebo arm compared with the risperidone and haloperidol
arms combined on each study day (13 of 75 [17.3%] vs 50 of 144
[34.7%] on day 1; P = .007; 11 of 68 [16.8%] vs 40 of 121 [33.1%]
on day 2; P = .01; and 9 of 66 [13.6%] vs 32 of 108 [29.6%] on
day 3; P = .02). For those who needed rescue midazolam, the
median (interquartile range) dosage during the study was 2.5
mg (2.5-5.0 mg) for those receiving placebo, 2.5 mg (2.5-5.0

Table 1. Baseline Sample Characteristics by Group

Characteristic
Risperidone
(n = 82)

Haloperidol
(n = 81)

Placebo
(n = 84)

Delirium symptom score, mean (SD)a 2.54 (1.23) 2.60 (1.48) 2.54 (1.43)

Female sex, No. (%) 25 (31) 33 (41) 27 (32)

Age, mean, (SD), y 74.5 (10.6) 76.5 (8.2) 73.8 (10.7)

Age <65 y, No. (%) 18 (22) 8 (10) 17 (20)

Cancer diagnosis, No. (%) 76 (93) 67 (83) 75 (89)

Performance status (AKPS) score,
median (IQR)

40 (30-50) 50 (40-50) 40 (30-50)

CIRS score, median (IQR) 24 (21-28) 23 (20-26) 25 (21-29)

Cognitive impairment, No. (%) 18 (22) 17 (21) 14 (17)

ESRS score, median (IQR) 5.0 (1.0-8.5) 4.0 (1.0-8.0) 4.5 (2.0-9.0)

MDAS score, median (IQR) 15.1 (5.8) 14.6 (5.0) 13.7 (4.8)

Opioid dose, median (IQR)b 6.9 (0-88.2) 33.0 (0-153.5) 15.0 (0-86.4)

Patients receiving opioids, No. (%) 39 (48) 31 (38) 35 (42)

Benzodiazepine dose, median (IQR)c 0 (0-0.63) 0 (0-0) 0 (0-0)

IQCODE score, median (IQR) 4.1 (3.0-4.9) 4 (3.2-4.6) 4.2 (3.5-4.7)

Abbreviations: AKPS,
Australia-modified Karnofsky
Performance status; CIRS, Cumulative
Illness Rating Scale; ESRS,
Extrapyramidal Symptoms Rating
Scale; IQCODE, Informant
Questionnaire on Cognitive Decline in
the Elderly; IQR, Interquartile range;
MDAS, Memorial Delirium
Assessment Scale.
a Scores of items 2, 3, and 4 of the

Nursing Delirium Screening Scale.
For further description of primary
outcome, see the Statistical Analysis
subsection in the Methods section.

b Oral morphine equivalents (in
milligrams).

c Oral Diazepam equivalents (in
milligrams).
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mg) for those receiving risperidone, and 4 mg (2.5-5.0 mg) for
those receiving haloperidol. There was no difference in the me-
dian dosage between arms on any day or overall (P > .20).

Discussion
This RCT has demonstrated that behavioral, communication,
and perceptual symptoms of delirium associated with dis-
tress in patients receiving palliative care were greater in those
treated with antipsychotic drugs than in those receiving pla-
cebo. This finding was mirrored in delirium severity, with
higher MDAS scores in patients in both antipsychotic arms com-
pared with those receiving placebo. There was also no differ-
ence in the mean lowest delirium symptom score achieved be-
tween the 3 groups. There were no significant differences in
baseline characteristics between the arms, including de-
lirium symptom scores and delirium severity (MDAS scores).
Better symptom control occurred in patients in the placebo arm
without increased use of rescue midazolam, and less dose ti-
tration for those 65 years or younger. More important, the out-
comes and direction of findings in the haloperidol and risperi-
done groups for key measures were similar, suggesting that this
may be an antipsychotic class effect, limiting any likelihood
of a type II error. Poorer overall survival in the haloperidol group
compared with those in the placebo group warrants further

study given the association of antipsychotic drugs and pre-
mature death in patients with dementia19 and widespread use
of haloperidol for delirium.4 Possible mechanisms for this
poorer survival include persistent delirium or longer-term ex-
posure to antipsychotic drugs after the study period. These data
suggest that approaches that identify delirium early, treat un-
derlying precipitant(s) if appropriate, and provide other evi-
dence-based supportive measures provide better reduction in
symptoms of delirium associated with distress.3,20,21 This find-
ing is aligned with those of prior studies that have demon-
strated that even in palliative care inpatient or hospice set-
tings, delirium is reversible in up to half of patients.22,23

Open-label, single-arm studies of antipsychotics in pa-
tients with cancer or receiving palliative care24 have demon-

Figure 2. Secondary Multivariable Mixed-Model Analysis of Delirium
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Figure 3. Kaplan-Meier Curves for Overall Survival
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Table 2. Variables Associated With Delirium Symptoms at 72 Hours
Using Multivariable Random Effects Mixed-Model Analysisa

Delirium
Symptom Score

β (95% CI)

Univariable Multivariable
Changes between groups at 72 h

Placebo
[reference]b

0 0

Risperidone 0.66 (0.11 to 1.20)c 0.64 (0.10 to 1.19)c

Haloperidol 0.68 (0.16 to 1.20)c 0.70 (0.17 to 1.23)c

Female −0.05 (−0.33 to 0.23) −0.25 (−0.51 to 0.02)

Age, y 0.01 (0.24 to 0.43) 0.00 (−0.02 to 0.01)

Cancer diagnosis −0.74 (−1.16 to −0.33)d −0.70 (−1.13 to −0.27)e

AKPS score −0.19 (−0.29 to −0.09)d −0.17 (−0.27 to −0.08)d

CIRS score −0.01 (−0.03 to 0.02) −0.01 (−0.03 to 0.01)

Cognitive
impairment

−0.01 (−0.35 to 0.32) −0.13 (−0.44 to 0.19)

Oral morphine
equivalentf

−0.01 (−0.02 to −0.00)c −0.010 (−0.02 to −0.00)c

Oral diazepam
equivalent

−0.00 (−0.02 to 0.02) −0.00 (−0.02 to 0.02)

Abbreviations: AKPS, Australia-modified Karnofsky Performance status;
CIRS, Cumulative Illness Rating Scale.
a The dependent variable was delirium symptom score at each day. The

independent variables also included interaction terms, time × risperidone, and
time × haloperidol. The relative difference in improvement between groups at
72 hours was determined using Stata’s lincom function.

b Absolute reduction in delirium symptom score in placebo group at 72 hours is
1.79 (95% CI, 1.43-2.16).

c P < .05.
d P < .001.
e P < .01.
f Effect is for a 10-Unit increase.
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In patients receiving palliative care,
risperidone or haloperidol increased
delirium symptoms vs placebo
Clinical impact ratings: !!!!!!" !!!!!!"

Question
In patients receiving palliative care, does risperidone or halo-
peridol reduce symptoms of distress-associated delirium
compared with placebo?

Methods
Design: Randomized placebo-controlled trial (RCT).
ACTRN12607000562471.

Allocation: Concealed.*

Blinding: Blinded* (patients and investigators).

Follow-up period: 3 days.

Setting: 11 inpatient hospice or palliative care services in Australia.

Patients: 249 adults (mean age 75 y, 65% men, 88% with can-
cer) who had life-limiting illness, were receiving inpatient hos-
pice or palliative care, had Memorial Delirium Assessment Scale
(MDAS) score ≥ 7, and had Nursing Delirium Screening Scale
(NuDESC) symptom score ≥ 1 based on the sum of the inappro-
priate behavior, inappropriate communication, and illusions and
hallucinations subscores (score range 0 to 6). Exclusion criteria
included delirium from substance withdrawal, antipsychotic
drug use within 48 hours, expected survival ≤ 7 days, contraindi-
cation to antipsychotic drugs, extrapyramidal disorders, pro-
longed QT interval, neuroleptic malignant syndrome, or cere-
brovascular accident or seizure in the past 30 days.

Intervention: Titrated oral risperidone (n = 82), haloperidol
(n = 81), or placebo (n = 86). For patients ≤ 65 years of age, a load-
ing dose of 0.5 mg was given with the first 0.5-mg dose, then main-
tenance doses of 0.5 mg every 12 hours for 72 hours, with possible
titration by 0.25 mg on day 1 and 0.5 mg thereafter to a maximum
dose of 4 mg/d. For patients > 65 years, all doses were halved.
Dose was increased or decreased based on NuDESC or MDAS
scores. All patients received individualized treatment of reversible
precipitants and nonpharmacologic support as needed.

Outcomes: Primary outcome was NuDESC symptom score. Sec-
ondary outcomes included mortality. 55 patients per group
were required to detect a 1-point difference in the NuDESC
symptom score with 80% power (! = 0.05) and an assumed
standard deviation of 1.92.

Patient follow-up: 99% (intention-to-treat analysis).

Main results
The main results are in the Table.

Conclusion
In patients receiving palliative care, risperidone or haloperidol
increased symptoms of distress-associated delirium and halo-
peridol increased mortality compared with placebo.

*See Glossary.

Source of funding: Australian Government Department of Health.

For correspondence: Dr. M. Agar, University of Technology Sydney,
New South Wales, Australia. E-mail meera.agar@uts.edu.au. !

Commentary
Delirium is a common and distressing complication for patients
receiving palliative care (26% to 62% prevalence on admission),
their families, caregivers, and staff (1). Decision-making is complex
because of its multifactorial causes; lack of high-quality evidence;
and variabilities in disease progression rates, goals of care, and
capacity for informed consent for treatment. Unless symptoms
clearly indicate patient distress, antipsychotic prescribing serves
mainly to attenuate caregivers' and/or clinicians' own distress.

Comparing 2 commonly used antipsychotics with placebo in
terminally ill patients meeting standardized criteria for delirium,
Agar and colleagues conducted a rigorous RCT with allocation
concealment, blinding, consideration of potential confounders,
relevant outcomes, and intention-to-treat analyses. The 72-hour
follow-up period may have been too short to assess treatment effi-
cacy given a relatively slow dose-titration schedule and the often-
slow response of reversible delirium symptoms (1). However, the
fact that use of either haloperidol or risperidone worsened symp-
tom severity scores on 2 scales, increased extrapyramidal symptom
scores, and increased use of rescue midazolam is compelling.
Trends to reduced survival in longer term follow-up (statistically
significant with haloperidol) only add to the concern.

The RCT provides the strongest evidence yet in this area. Based
on these results, patients receiving palliative care (here, primar-
ily seniors with cancer and median survival of approximately 1
mo) should not be prescribed antipsychotic drugs. If used, they
should be restricted to severe agitation or distress related to psy-
chotic symptoms using the lowest effective dose for the shortest
possible duration. Although the efficacy of nonpharmacologic in-
terventions is largely extrapolated from studies involving general
medical and critical care patients (1, 2), such interventions should
be attempted first because they are patient-centered and low risk.
These interventions include frequent reorientation; maintenance of
hydration and nutrition; restraint avoidance; mobilization; sleep
hygiene; attention to sensory deprivation (e.g., visual and hearing
impairments); and family involvement in bedside reorientation,
recreational activity, and feeding.

Justin Lee, BScPhm, MD
Anne Holbrook, MD, PharmD

McMaster University
Hamilton, Ontario, Canada
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Risperidone or haloperidol vs placebo in patients receiving
palliative care who had distress-associated delirium†

Outcomes Comparison Mean difference
(95% CI) at 3 d

NuDESC symptom score‡ Risperidone vs placebo 0.48 (0.09 to 0.86)

Haloperidol vs placebo 0.24 (0.06 to 0.42)

HR (CI) at 6 mo
Mortality Risperidone vs placebo 1.29 (0.91 to 1.84)

Haloperidol vs placebo 1.73 (1.20 to 2.50)

†HR = hazard ratio; NuDESC = Nursing Delirium Screening Scale; CI defined in Glossary.

‡Based on the average of the inappropriate behavior, inappropriate communication, and
illusions and hallucinations subscores (score range 0 to 6; higher scores = worse symp-
toms; minimum clinically important difference = 1) for the last 2 measurements on day 3.
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• Les deux groupes recevant un antipsychotique, 
nécessitaient davantage l’usage du midazolam 
d’urgence et avaient plus d’effets extra 
pyramidaux (haldol p=.01 et risperidone p=.03)



Haloperidol, risperidone, olanzapine and
aripiprazole in the management of delirium:
A comparison of efficacy, safety, and side effects

SOENKE BOETTGER, M.D.,1 JOSEF JENEWEIN, M.D.,1 AND

WILLIAM BREITBART, M.D.2
1Department of Psychiatry and Psychotherapy, University Hospital Zurich, Zurich, Switzerland
2Department of Psychiatry and Behavioral Sciences, Memorial Sloan Kettering Cancer Center, New York, New York

(RECEIVED June 3, 2014; ACCEPTED July 22, 2014)

ABSTRACT

Objective: The aim of this study was to compare the efficacy and side-effect profile of the typical
antipsychotic haloperidol with that of the atypical antipsychotics risperidone, olanzapine, and
aripiprazole in the management of delirium.

Method: The Memorial Delirium Assessment Scale (MDAS), the Karnofsky Performance
Status (KPS) scale, and a side-effect rating were recorded at baseline (T1), after 2–3 days (T2),
and after 4–7 days (T3). Some 21 cases were case-matched by age, preexisting dementia, and
baseline MDAS scores, and subsequently analyzed.

Results: The baseline characteristics of the medication groups were not different: The mean
age of the patients ranged from 64.0 to 69.6 years, dementia was present in between 23.8 and
28.6%, and baseline MDAS scores were 19.9 (haloperidol), 18.6 (risperidone), 19.4 (olanzapine),
and 18.0 (aripiprazole). The doses of medication at T3 were 5.5 mg haloperidol, 1.3 mg
risperidone, 7.1 mg olanzapine, and 18.3 mg aripiprazole. Over one week, the decline in MDAS
scores between medications was equal, and no differences between individual MDAS scores
existed at T2 or T3. After one week, the MDAS scores were 6.8 (haloperidol), 7.1 (risperidone),
11.7 (olanzapine), and 8.3 (aripiprazole). At T2, delirium resolution occurred in 42.9–52.4% of
cases and at T3 in 61.9–85.7%; no differences in assessments between medications existed.
Recorded side effects were extrapyramidal symptoms (EPSs) in haloperidol- and risperidone-
managed patients (19 and 4.8%, respectively) and sedation with olanzapine (28.6%).

Significance of Results: Haloperidol, risperidone, aripiprazole, and olanzapine were equally
effective in the management of delirium; however, they differed in terms of their side-effect
profile. Extrapyramidal symptoms were most frequently recorded with haloperidol, and
sedation occurred most frequently with olanzapine.

KEYWORDS: Delirium, Aripiprazole, Haloperidol, Olanzapine, Risperidone, Antipsychotics.

INTRODUCTION

Delirium is common in the course of hospitalization,
and its incidence varies with the age of the patient
and illness severity (Elie et al., 1998). In the general
hospital setting, the occurrence of delirium may reach

an average of 30% in medically ill patients and 40% in
the hospitalized elderly (Bucht et al., 1999; Lipowski,
1989). In addition to interventions such as providing a
safe and supportive environment, the guidelines for
the management of delirium published by the Ameri-
can Psychiatric Association (Trzepacz et al., 1999)
recommend the use of typical antipsychotics, in par-
ticular haloperidol. However, with increasing frequen-
cy, atypical antipsychotics are selected as the initial
somatic intervention for amelioration of the symptoms

Address correspondence and reprint requests to: Soenke
Boettger, University Hospital Zurich, Ramistrasse 100, CH-8091
Zurich, Switzerland. E-Mail: soenke.boettger@usz.ch

Palliative and Supportive Care (2015), 13, 1079–1085.
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Table 2. Management characteristics of haloperidol, risperidone, aripiprazole and olanzapine

Haloperidol (n ¼ 21) Risperidone (n ¼ 21) Aripiprazole (n ¼ 21) Olanzapine (n ¼ 21) Statistics

Medication dose (in mg)
Baseline (T1) 4.9 (1.5–16, SD ¼ 2.4) 0.9 (0.5–2, SD ¼ 0.4) 15.2 (5–30, SD ¼ 6.22) 3.5 (2.5–10, SD ¼ 1.9) –
T2 5.5 (1.5–16, SD ¼ 3.5) 1.1 (0.5–3, SD ¼ 0.7) 16.0 (10–30, SD ¼ 5.84) 5.2 (2.5–15, SD ¼ 3.1) –
T3 5.5 (1.5–16, SD ¼ 3.5) 1.3 (0.5–3, SD ¼ 0.7) 18.3 (10–30, SD ¼ 6.58) 7.1 (2.5–20, SD ¼ 4.7) –

MDAS scores
Baseline (T1) 19.9 (12–25, SD ¼ 3.4) 18.6 (11–026, SD ¼ 4.5) 18.0 (11–25, SD ¼ 4.3) 19.4 (14–26, SD ¼ 3.8) 2.396(3), p ¼ 0.497a

T2 9.9 (2–21, SD ¼ 5.34) 11.2 (1–24, SD ¼ 5.6) 10.8 (2–23, SD ¼ 10.8) 13.8 (1–26, SD ¼ 7.5) 3.573(3), p ¼ 0.311a

T3 6.8 (1–17, SD ¼ 4.8) 7.1 (1–22, SD ¼ 5.1) 8.3 (1–23, SD ¼ 8.3) 11.7 (1–26), SD ¼ 8.8) 4.140(3), p ¼ 0.249a

Delirium resolution (in %)
T2 47.6 42.9 52.4 42.9 0.526(3), p ¼ 0.964b

T3 76.2 85.7 76.2 61.9 3.238(3), p ¼ 0.418b

Side effects (in %)
Any side effect 19 4.8 9.5 42.9 11.735(3), p ¼ 0.009b

EPS—dystonia 9.5 – – – 3.036(3), p ¼ 0.1.0b

EPS—parkinsonism 19 4.8 – – 12.60(3), p ¼ 0.012b

Sedation – – – 28.6 19.385(3), p ¼ 0.001b

Worsening – – 9.5 14.3 3.802(3), p ¼ 0.661b

Multiple side effects 9.5 – – 14.3 6.30(3), p ¼ 0.186 b

MDAS ¼Memorial Delirium Assessment Scale; EPS ¼ extrapyramidal symptom.
aKruskal–Wallis test. b Pearson’s chi-square test.
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Autres médicaments dans le 
traitement du délirium

• Les psychostimulants (Méthylphénidate) 

• Acide valproïque 

• Mélatonine                              

• Ils ne sont pas recommandés actuellement par 
manque d’évidence clinique 



• Les benzodiazépines sont à éviter, sauf si 
sevrage d’alcool et/ou agitation nécessitant une 
médication d’urgence



L'agitation 

• Elle est définit comme:

     - Un comportement perturbateur avec des cris, 
de l'agressivité, de l'agitation psychomotrice, de 
l'errance 
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Table . The protocols.

Protocol in unit A
• Haloperidol  mg IM + midazolam  mg IM;  minutes later, if the

situation is not controlled:
• Haloperidol  mg SC + midazolam  mg SC, up to  doses (-minute

interval);  minutes later, if the situation is not controlled:
• Midazolam  mg SC every hour until the situation is controlled

Protocol in unit B
• Haloperidol  mg IM;  hour later, if the situation is not controlled:
• Haloperidol  mg SC up to  doses;  hour later, if the situation is not

controlled:
• Midazolam  mg SC hourly until the situation is controlled

For both protocols
If agitation recurs:

• Less than  hours after control: resume the protocol from the
interruption point

• More than  hours later: restart the protocol from the beginning

Both protocols include the assessment of uncontrolled pain and urinary
retention as possible reversible causes of agitation

may be classified as a place-randomized trial.
We conducted the study between March 2013 and

November 2015. Agitated patients were treated with
one of the protocols depending on the floor to which
they were admitted. Agitation was defined as a behav-
ior that included disruptive vocalizations, such as call-
ing out or screaming, aggressiveness, wandering, and
noisemaking. The control of agitation in this study
was defined as the cessation of the agitated behavior
and not a particular level of consciousness. The pro-
tocols were prescribed by doctors in all patients with
cognitive impairment, as assessed by the Short Con-
fusion Assessment Method,5 and administration was
decided by the nurses according to the definition of agi-
tation. The nurses recorded the times of drug admin-
istration, control of the symptoms, and any complica-
tions observed. All patients, on whom the protocol was
applied correctly, i.e., with the right doses and sched-
ules, were included.

The data recorded were age, gender, diagnosis, date
and time of application of the protocol, control of agi-
tation, and the level of consciousness when control was
reached. The level of consciousness was assessed using
the Consciousness Level Scale for Palliative Care (1 =
awake; 2 = awakens when called by his/her name and
stays awake during conversation; 3 = awakens when
called by his/her name but falls asleep during conver-
sation; 4 = reacts with movement or brief eye opening,
but without eye contact, when called by his/her name;
5 = reacts to trapezius muscle pinching; 6 = does not
react).6 Diagnoses with a frequency lower than 4 were
classified as other.

The variables were analyzed by proportions and
means. To evaluate associations between variables, the
chi-square, the Student’s t, or the Mann-Whitney test
was used as appropriate. Means were used when the
distribution was normal and the median when it was
not as determined by the Kolmogorov-Smirnov test.
The level of significance was deemed to be .05. Missing
data were omitted, an approach usually called listwise
deletion or complete case analysis.

As the study involved only the recording of nor-
mal practice and patients were cognitively incompe-
tent, no informed consent was required, since all the
rules of confidentially and respect for those involved
were assured. The study was approved by the ethics
committee of the hospital.

Results

During the study period, the protocols were correctly
applied 195 times in 79 patients. There were 50 (63%)
men, and there were no significant differences between
the units concerning gender (P = .81). In unit A, the
mean age was 64.7 years (SD: ±12.6) and in unit B, 65.9
(SD: ±11.8), P = .66. Diagnoses are listed in Table 2.

In unit A, the protocol was applied 121 times in 49
patients, and in unit B, 74 times in 30 patients (P = .89).
The median number of times the protocol was applied
was 2 (range: 1–20) in unit A, and 2 (range: 1–7) in
unit B (see Table 3). The protocol used in unit A con-
trolled 101 out of 121 (84%) episodes of agitation with
only the first dose, whereas the protocol used in unit B
controlled 47 out of 74 (64%) episodes of agitation with
only the first dose. This difference is statistically signifi-
cant (P = .002), with a post hoc analyzed power of 0.88.
The median time from the first dose to the control of
agitation was 15 minutes in unit A (range: 5–210), and
in unit B, it was 60 minutes (range: 10–430), P < .001.
After the agitated behavior was controlled, the median
level of consciousness was 3 in unit A (range: 1–5) and

Table . Diagnoses.

Protocol

Primary cancer Combination Haloperidol alone Total

Stomach  %  %  %
Head/neck  %  %  %
Gynecological  %  %  %
Lung  %  %  %
Colorectal  %  %  %
Other  %  %  %
Total  %  %  %
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• Dans l'étude qui propose ce protocole, 1558 patients 
furent admis au service de SP 

     - le protocole fut utilisé chez 9% des patients  

     - l'intervalle entre la première dose et le contrôle de 
l'agitation variait de 5-210 minutes avec une médiane de 
15 minutes s’il y avait combinaison vs 10-430 minutes 
(médiane de 60 minutes) si l’haloperidol était utilisé seul 
(p<.001) 

     - 84% des épisodes étaient contrôlés par la première 
dose de médicaments vs 64% si  l’haloperidol seul était 
utilisé (p=.002)



L’agitation terminale 
25-88% dans la phase d’agonie 

ou les jours qui la précèdent



Conclusion 

• Le délirium est une complication fréquente et 
bouleversante pour le patient et ses proches 

• Il faut penser à le dépister  

• Son étiologie est  souvent multifactorielle  

• Il peut être réversible, selon la nature des 
facteurs précipitants



Conclusion 

• Le traitement devrait viser à renverser  les 
causes réversibles (si possible)   

• Maximiser les stratégies non pharmacologiques 

• Faire un usage judicieux des antipsychotiques 

• L’éducation et le support aux proches sont 
essentiels
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