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OBJECTIVES

1. Recognize the emergence of neuropsychiatric symptoms 

(NPS) in patients with dementia 

2. Utilize a systematic approach to address NPS with non-

pharmacologic interventions prior to the addition of 

medications 

3. Understand when to use pharmacologic interventions for 

NPS and special considerations for their use 

4. Introduce current clinical trials and emerging medications 



EPIDEMIOLOGY 

•WHO estimates that more than 50 million people have 

dementia worldwide, with 10 million new cases each year 

•In 2019 dementia cost 1.3 trillion US dollars globally 

•Alzheimer Disease is currently the 7th leading cause of death 

•Alzheimer’s disease is most common type of dementia, 

accounting for 60-80% of cases

•About 60-90% of patients with dementia will have one or 

more neuropsychiatric symptoms



Common Neuropsychiatric Symptoms of 
Dementia 

NPS

Apathy

Depression
Agitation &
Aggression

Anxiety

Disinhibition

HypersexualityPsychosis

Sleep 
Disorder

Wandering



APA Practice Guideline on the Use of 
Antipsychotics to Treat Agitation or Psychosis in 

Patients With Dementia

•Judicious use of antipsychotics with careful consideration of 

risks v benefits 

•Minimizing risk of violence, patient distress, improve 

quality of life, and reduce caregiver burden 

•Based in current literature and with consideration that the 

potential benefits of an intervention outweigh the harms

•Recommendation (1), Suggestion (2)

•Ratings for strength of supporting research evidence (A, B, 

C)



APA Practice Guideline 

15 Guideline Statements 

1. Assessment of Behavioral/Psychological Symptoms of 

Dementia 

2. Development of a Comprehensive Treatment Plan 

3. Assessment of Benefits and Risks of Antipsychotic 

Treatment 

4. Dosing Duration and Monitoring of Antipsychotic Treatment 

5. Use of Specific Antipsychotic Medications, Depending on 

Clinical Context 7



DICE Approach: Describe Investigate 
Create Evaluate  
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Pharmacologic Interventions

Pros

• Safety considerations

• More immediate/fast acting 

• Underlying psychiatric 

condition requiring treatment

• Giving medication is “doing 

something”

Cons

• May not understand (or may 

cover up) underlying cause

• Side effects/interactions with 

other medications

• Paradoxical effect

• Off-label use 



The Psychopharmacology Algorithm Project at 
the Harvard South Shore Program 

Chen et al. Psychiatry Research 2021
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Pharmacologic Interventions
Symptom Intervention Considerations 

Apathy Methylphenidate 
Acetylcholinesterase Inhibitors
Memantine

Depression SSRI
Mirtazapine
Bupropion 
SNRI
Atypical Antipsychotic 

Anxiety/Irritability SSRI
Trazodone 
Mirtazapine
Benzodiazepine

Agitation/Aggression SSRI
Trazodone 
Mood Stabilizer
Antipsychotics 



Pharmacologic Interventions
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Symptom Intervention Considerations 

Insomnia Trazodone 
Ramelteon
Dual orexin receptor antagonists 
(DORAs) 

Disinhibition Mood Stabilizer 

Hypersexuality SSRI

Psychosis Atypical Antipsychotics 
Brexpiprazole 
Pimavanserin



Black Box Warning – Antipsychotics 
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Black Box Warning – Antipsychotics 
•Schneider et al 2005 meta-analysis of atypical antipsychotic 

drug trials to assess evidence of mortality associated with 

their use in older adult patients with dementia  (1.7 fold)

•Wang et al 2005 retrospective cohort study examined risk of 

death in older adult patients started on typical vs atypical 

antipsychotics (17.9% typical vs 14.6% atypical)

•Most deaths were cardiovascular or infectious in nature

•Although use of atypical APS in dementia patients increases 

risk of mortality, the absolute increased risk to a given 

individual with a short term course of APS is 1-2%



Brexpiprazole (Rexulti)

19Lee et al. JAMA Neurology 2023



Current Research and Future Directions 

•Dexmedetomidine 

•Escitalopram 

•Xanomeline-trospium

•Cannabinoids

•Dextromethorphan

•Masupiridine

•Prazosin
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