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What are BPSD? 

Is it a useful classification?







Behavioural and 
Psychological 
Symptoms of 

Dementia – 90%

Depression: 50%
Anxiety: 35%
Delusions: 22%
Sleep Disturbance: 14%
Hallucinations: 8.5%

Agitation: 35%
Irritability: 30%
Aberrant motor behaviour: 25%
Disinhibition: 12%



Observed behavior is a normal reaction to 
an abnormal situation.





Where possible treat the psychological 
symptoms…..



Treating behaviour…..



What do we want treatment to achieve?

•Maintaining function.
• Improving quality of life.
•Reducing carer stress.
•Reducing patient distress.
•Reducing risk to others or self.







Non- Pharmacological Interventions



Pharmacological Interventions



When to use pharmacological 
interventions?
•Non pharmacological interventions have 
failed.

•High levels of risk.
•High levels of distress (patient and carer).
•Clear potential patient benefits.
•? Non pharmacological interventions are not 
available…..







50% of people 
living with 
dementia

Higher prevalence 
than in cancer at end 
of life 



Nociceptive pain

•Regular paracetamol.
•Remove stimulus – Think constipation, 
GORD, wind.

•NSAIDS + PPI.
•Opiates.



Neuropathic pain

•SNRI
•Pregabalin
•Amitriptyline



THINK
DELIRIUM



Prescribing considerations

Is it indicated? Contraindications?

Interactions?

Dosing?

Assessing impact of the 
drug?

How long to continue?

Anticholinergic burden





Pharmacology in older people

Administration challenges Absorption

Distribution

Hepatic 
metabolism

Renal excretion





Golden rules
1. Speak to family.

2. What does the patient with dementia want?

3. Advanced decisions.

4. Advanced statements.

5. Legal framework for drug administration.

6. Low and slow.

7. Titrate to effect.

8. Consider all side effects / contraindications.

9. Make a plan to review/stop.



50% prevalence
20-30% Major depression

Accelerated functional decline.
Behavioral disturbance.





‘We found that the overall evidence of effectiveness for antidepressants in people with AD 
is small, with only a few clinical trials conducted to date. Our pooled meta-analysis (6 
RCTs, 297 patients treated with antidepressants and 223 with placebo) failed to show 
significant differences between antidepressants and placebo for response to treatment. 
Although the overall difference between antidepressants and placebo failed to reach 
accepted levels of statistical significance, the analysis trended toward treatment response 
(p=0.06), with the smaller trials contributing a positive effect of antidepressants.”



‘Although our overall analyses were negative, we 
cannot fully rule out a possible clinical advantage of 
antidepressants because of the paucity of RCTs.’



• SSRI – Sertraline, Fluoxetine, Citalopram.

• Mirtazapine – positive side effect profile.

• Trazadone – agitation, hypnotic.

• Venlafaxine / Duloxetine.





Pregabalin*

Mirtazapine

Selective serotonin reuptake inhibitor



Pregabalin

Neuropathic pain
Generalised anxiety 
disorder

Low dose 50mg - 
100mg ? Treating anxiety 

in BPSD

Crowther, G. ( 2013) Pregabalin : A Future Treatment in the Management of Behavioural and Psychological Symptoms of Dementia ? 
Old Age Psychiatrist.

Poor evidence 
base, off licence





Antipsychotics

• When and what to prescribe…..

• Treat the symptom not the behaviour



Antipsychotics

• Severe distress.

• Risk to self and others.

• Used alongside other interventions

• Lowest dose.

• Shortest possible time.



Side effect considerations

• Sedation.

• Headache.

• Appetite and weight gain.

• EPSE.

• Stroke and Falls.











https://www.nice.org.uk/guidance/ng97/resources/a
ntipsychotic-medicines-for-treating-agitation-
aggression-and-distress-in-people-living-with-
dementia-patient-decision-aid-pdf-4852697005



Antipsychotic choice
• Risperidone  - ? The safe (er) option?

• Olanzapine – The all rounder.

• Aripiprazole – Cardiologists friend

• Amisulpride – Diabetologists friend

• Haloperidol – The junior doctors friend

• Quetiapine – Neurologists friend



Before prescribing

QTc if possible Renal function

FBC

Legal framework

Set a plan to stop the drug

Speak to family



IM antipsychotics

• Convenience vs drug

• Rule 2

• Legal framework



Golden rules
1. Speak to family.
2. What does the patient with dementia want?
3. Advanced decisions.
4. Advanced statements.

5. Legal framework for drug administration.
6. Low and slow.
7. Titrate to effect.

8. Consider all side effects / contraindications.
9. Speak to family.



Antipsychotics to manage aggression…

• Olanzapine, Risperidone and Aripiprazole… modest 
effect on aggression and psychosis  in AD over 6-
12 weeks.

• Haloperidol: Minor effect controlling aggression. 
Risks > benefit.

• Quetiapine: No effect – however mixed evidence 
base.

• Balance risk of mortality.
Ballard CG, Gauthier S, Cummings JL, Brodaty H, Grossberg GT, Robert P et al. Management of agitation and aggression 
associated with Alzheimer disease. Nat Rev Neurosci 2009; 5: 245–55. 
Kales HC, Kim HM, Zivin K, et al. Risk of mortality among individual antipsychotics in patients with 
dementia. Am J Psychiatry. 2012;169:71–79

https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjanJXG5e3gAhVk6uAKHUHWDaUQjRx6BAgBEAU&url=https://commons.wikimedia.org/wiki/File:Anger_Controlls_Him.jpg&psig=AOvVaw2Voy2yL0w_f56WDTW5ZJKh&ust=1551971197467085


• Can dopaminergic medication be reduced?

• Rivastigmine

• Quetiapine

• Clozapine

Psychotic symptoms in Parkinson’s disease



Pimavanserin

• Inverse agonist and antagonist at 5HT2 receptors.
• Doesn’t interact with dopamine receptors.
• Potentiate the effects of antipsychotics and reduce 
EPSE related side effects.

• FDA approved not available in the UK yet.
• However…. Evidence base is for short length of 
time and evidence emerging of high mortality…



Sleep / wake reversal



•Zopiclone 3.75-7.5mg
•Melatonin 10mg– mixed evidence, 
cochrane, no effect and low side effects.

•Trazadone 50mg-100mg – improved time 
to sleep and time asleep

•Ramelteon 8mg – no effects and poor 
evidence base.



Treating behavioural symptoms…..



Acetylcholinesterase inhibitors

Memantine



AChIE

• Modest effect size.

• Target depression anxiety and 
tension.

• Delayed response.

Memantine

• Earlier promising results.

• Targeting agitation, delusions, 
aggression.

• More recent evidence shows 
no effect on BPSD.

Rodda J, Morgan S, Walker Z. Are cholinesterase inhibitors effective in the management of the behavioral and 
psychological symptoms of dementia in Alzheimer’s disease? A systematic review of randomized, placebo-controlled trials 
of donepezil, rivastigmine and galantamine. Int Psychogeriatr 2009;21:813-24 

McShane R, Westby MJ, Roberts E, Minakaran N, Schneider L, Farrimond LE, Maayan N, Ware J, Debarros J. 
Memantine for dementia. Cochrane Database of Systematic Reviews 2019, Issue 3. Art. No.: CD003154. DOI: 
10.1002/14651858.CD003154.pub6



Trazadone

Limited evidence base

Good and widely used 
anecdotal evidence.

5HT2 receptor antagonism and 
serotonin reuptake inhibition 

Fronto Temporal 
Dementia

Henry, G., Williamson, D., & Tampi, R. R. (2011). Efficacy and Tolerability of Antidepressants in the Treatment of Behavioral and 
Psychological Symptoms of Dementia, A Literature Review of Evidence. American Journal of Alzheimer’s Disease & Other 
Dementias®, 169–183.



Mood stabilisers

• Valproate – Cochrane  - no benefit.
• Significant adverse event profile.

• Carbamazepine – effective for aggression, agitation, 
hostility.

• Significant adverse events – hepatotoxicity, enzyme 
inducer.

Yeh YC, Ouyang WC. Mood stabilizers for the treatment of behavioral and psychological symptoms of dementia: an update 
review. Kaohsiung J Med Sci. 2012;28:185–193

Konovalov S, Muralee S, Tampi RR. Anticonvulsants for the treatment of behavioral and psychological symptoms of dementia: a 
literature review. Int Psychogeriatr. 2008;20:293–308.



What does the 
future hold?



Dextromethorphan/quinidine 

• Combination drug containing dextromethorphan, a 
N-methyl-D-aspartate receptor antagonist and high 
affinity sigma-1 receptor agonist, and the class I 
antiarrhythmic agent quinidine.

• FDA approved to treat pseudobulbar affect.
• Significantly improved AD related agitation.

Cummings J, Lyketsos C, Tariot P, et al. Dextromethorphan/Quinidine (AVP-923) efficacy and safety for treatment of agitation in 
persons with Alzheimer’s Disease: Results from a Phase 2 Study (NCT01584440) (S16.007). Neurology 2015;84(14 
Suppl):S16.007 



Tetrahydrocannabinol 

• Mixed evidence base.
• Initial small trials showed positive effects of 
reducing agitation.

• More recent larger powered trials (lower doses) 
more limited effects.

van den Elsen GA, Ahmed AI, Verkes RJ, et al. Tetrahydrocannabinol for neuropsychiatric symptoms in dementia: A 
randomized controlled trial. Neurology 2015;84:2338-46 

Walther S, Schu ̈pbach B, Seifritz E, et al. Randomized, controlled crossover trial of dronabinol, 2.5 mg, for agitation in
2 patients with dementia.  J Clin Psychopharmacol 2011;31:256-8 

Bahji A, Breward N, Duff W, Absher N, Patten SB, Alcorn J, Mousseau DD. Cannabinoids in the management of 
behavioral, psychological, and motor symptoms of neurocognitive disorders: a mixed studies systematic review. J 
Cannabis Res. 2022 Mar 14;4(1):11.





We found low‐certainty evidence suggesting there 
may be little or no clinically important effect of 
cannabinoids on overall behavioural and 
psychological symptoms of dementia assessed 
with the Neuropsychiatric Inventory (or its 
modified nursing home version) (MD ‐1.97, 95% CI 
‐3.87 to ‐0.07; 1 parallel group and 2 cross‐over 
studies, 110 participants).



Citalopram / Ecitalopram

• Citalopram for agitation in Alzheimer’s disease study 
- 30mg dose, significant decrease in agitation.

• One trial – as effective as olanzapine and quetiapine.
• QTc prolongation at treatment doses.

Viscogliosi G, Chiriac IM, Ettorre E. Efficacy and safety of citalopram compared to atypical antipsychotics on agitation in 
nursing home residents with Alzheimer dementia. J Am Med Dir Assoc. 2017;18:799–802.

Porsteinsson AP, Drye LT, Pollock BG, et al. Effect of citalopram on agitation in Alzheimer disease: The CitAD randomized 
clinical trial. JAMA 2014;311:682-91 



Brexpiprazole

• Atypical antipsychotic.
• Mixed evidence base with earlier studies finding no 

benefit.
• More recent SR evidence showed modest benefit over 

other second generation antipsychotics.

Grossberg, Kohegyi, VMergel, et al. Efficacy and Safety of Brexpiprazole for the Treatment of Agitation in Alzheimer's 
Dementia: Two 12-Week, Randomized, Double-Blind, Placebo-Controlled Trials, The American Journal of Geriatric 
Psychiatry, Volume 28, Issue 4, 2020, Pages 383-400,

Lü W, Liu F, Zhang Y, et al Efficacy, acceptability and tolerability of second-generation antipsychotics for behavioural and 
psychological symptoms of dementia: a systematic review and network meta-analysis
BMJ Ment Health 2024;27:e301019.





Observed behavior is a normal reaction to 
an abnormal situation.

Treat the individual.

Communicate treatment decisions.



georgecrowther@nhs.net
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