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Major 
Neurocognitive 
Disorder and 
Agitation



Agitation-IPA Agitation Workgroup

• The patient meets criteria for a cognitive impairment or dementia syndrome (e.g. AD, FTD, DLB, vascular dementia, other dementias, 
a pre-dementia cognitive impairment syndrome such as mild cognitive impairment or other cognitive disorder).

• The patient exhibits at least one of the following behaviors that are associated with observed or inferred evidence of emotional 
distress (e.g. rapid changes in mood, irritability, outbursts). The behavior has been persistent or frequently recurrent for a minimum of 
two weeks and represents a change from the patient’s usual behavior.

– (a) Excessive motor activity (examples include: pacing, rocking, gesturing, pointing fingers, restlessness, performing repetitious 
mannerisms).

– (b) Verbal aggression (e.g. yelling, speaking in an excessively loud voice, using profanity, screaming, shouting).
– (c) Physical aggression (e.g. grabbing, shoving, pushing, resisting, hitting others, kicking objects or people, scratching, biting, 

throwing objects, hitting self, slamming doors, tearing things, and destroying property).
• Behaviors are severe enough to produce excess disability, which in the clinician’s opinion is beyond that due to the cognitive 

impairment and including at least one of the following:
– (a) Significant impairment in interpersonal relationships.
– (b) Significant impairment in other aspects of social functioning.
– (c) Significant impairment in ability to perform or participate in daily living activities.

• While co-morbid conditions may be present, the agitation is not attributable solely to another psychiatric disorder, suboptimal care 
conditions, medical condition, or the physiological effects of a substance.



Pinyopornpanish et al. Sci Rep. 2022.
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Cummings et al. Int Psychogeriatr. 2024.

https://link.springer.com/article/10.1186/s12245-025-00902-7




Cummings et al. Int Psychogeriatr. 2024.

https://link.springer.com/article/10.1186/s12245-025-00902-7


Choudry et al. Int J Emer Med. 2025.

https://link.springer.com/article/10.1186/s12245-025-00902-7


Antipsychotics Treatment of 
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Medication Recommendations by the IPA 
Agitation Workgroup

• Risperidone 
• Olanzapine
• Aripiprazole
• Brexpiprazole
• Quetiapine

Cummings et al. Int Psychogeriatr. 2024.

https://link.springer.com/article/10.1186/s12245-025-00902-7


https://www.cambridge.org/core/journals/cns-spectrums/article/mechanism-of-action-of-brexpiprazole-comparison-
with-aripiprazole/410BABD1B670F753928441063F16D61B



• 1. Brexpiprazole, like aripiprazole, is a dopamine multifunctional agent. Both have dopamine and serotonin receptor 
partial agonism as their pharmacological mechanism of action. Both are also known as “atypical antipsychotics” and 
as “adjunctive antidepressants.”

• 2. No head-to-head studies compare the efficacy or the safety of brexpiprazole versus aripiprazole, so 
comparisons can only be made on the basis of their pharmacologic properties, or by comparing separate clinical 
studies of each drug versus placebo.

• 3. Pharmacologically, brexpiprazole has less intrinsic activity (ie, is less of a partial agonist and more of an 
antagonist) at D2 receptors than aripiprazole. Brexpiprazole also has much more potent actions at 5HT2A, 5HT1A, 
and alpha 1B receptors than aripiprazole.

• 4. Clinical differentiation appears to be mainly improved tolerability (eg, potentially less akathisia and extrapyramidal 
symptoms with brexpiprazole than aripiprazole) but similar efficacy for the 2 compounds both in schizophrenia and 
as adjunctive treatments in major depression.



Kim et al. Clin Psychopharmacol Neurosci. 2025.
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