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AAD Treatment Guidelines: Addressing Challenges & Unmet Needs

ReachMD Announcer:ReachMD Announcer:
Welcome to ReachMD. 
This medical industry feature, titled “AAD Treatment Guidelines: Addressing Challenges & Unmet Needs” is the third episode in a three-
part series sponsored by Otsuka and Lundbeck.

Here’s your host, Dr. Jennifer Caudle.

Dr. Caudle:Dr. Caudle:
This is ReachMD, and I’m your host Dr. Jennifer Caudle. And joining me to walk us through some of the treatment guidelines for
agitation in Alzheimer’s dementia is Dr. David Sultzer. Dr. Sultzer is professor of psychiatry and human behavior at UC Irvine in
California.

Dr. Sultzer, welcome to the program.

Dr. Sultzer:Dr. Sultzer:
Thanks so much for having me. It’s a pleasure to be here.

Dr. Caudle:Dr. Caudle:
Dr. Sultzer, let’s begin with an overview of agitation in Alzheimer’s dementia, or AAD for short. Can you tell us about both its prevalence
and defining behaviors?

Dr. Sultzer:Dr. Sultzer:
When we look at agitation in Alzheimer’s disease, we find that it’s fairly prevalent in patients with Alzheimer’s dementia even across
different patient settings.

Agitation is a common neuropsychiatric symptom that is also observed across different Alzheimer’s severity levels.

Now the International Psychogeriatric Association, also known as the IPA, has developed a provisional consensus definition for
agitation in cognitive disorders that requires patients to meet four specific criteria. 

The IPA also defines three agitation behavior domains that are associated with emotional distress, including excessive motor activity,
verbal aggression, and physical aggression.4 

Dr. Caudle:Dr. Caudle:
Now with that background laid out for us, what can you tell us about the pathophysiology of AAD as we understand it?

Dr. Sultzer:Dr. Sultzer:
Sure. From the available literature, agitation may be related to an imbalance of the top-down executive control and the bottom-up
emotional drive processes that regulate emotion.5

In agitation in Alzheimer’s disease, we see neurodegeneration from tau pathology in the prefrontal cortex and subcortical regions,
including the amygdala.6-9 The prefrontal cortex plays a key role in executive control over emotion and behavior, while the amygdala is
a key mediator of emotional drive.10,11

Dysfunction in the monoamine neurotransmitter systems of norepinephrine, serotonin, and dopamine, or NSD for short, can disrupt the
signal pathways in these regions and lead to agitation.12
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Dr. Caudle:Dr. Caudle:
And now with these considerations in mind, what types of interventions are available to treat patients with AAD?

Dr. Caudle: Dr. Caudle: 
For those just tuning in, you’re listening to ReachMD.
I’m Dr. Jennifer Caudle and today I’m speaking with Dr. David Sultzer about treatment guidelines for agitation in Alzheimer’s dementia.

Dr. Sultzer:Dr. Sultzer:
We first need to start with a differential diagnosis to carefully evaluate and treat general medical, psychiatric, environmental, or
psychosocial problems that may be triggering the disturbance.13

Often a first line approach to treatment includes nonpharmacological approaches like behavioral management interventions, emotion-
based therapies and/or stimulation-based treatments such as music or pet therapies.13 These strategies usually include considerable
engagement with caregivers.

But if nonpharmacological interventions don’t work or there are more urgent or safety concerns, then we should consider adding
medication to the overall treatment plan. In this case, the APA and the Harvard South Shore Program both recommend antipsychotics for
agitation in dementia.13,14

Dr. Caudle:Dr. Caudle:
Now we just discussed interventions to treat AAD, but as I understand it, there still may be some core issues clinicians are dealing with.
Can you describe those for us?

Dr. Sultzer:Dr. Sultzer:
Sure. So despite the guidelines recommending antipsychotics to help treat agitation in Alzheimer’s disease, there are currently no FDA-
approved pharmacological treatments for AAD.14

And the efficacy and safety profiles for second-generation antipsychotics for behavioral symptoms can vary based on receptor binding
profiles.15 

In addition to antipsychotics, clinicians often prescribe antidepressants, anxiolytics, sedative hypnotics, or other medications to control
behavioral symptoms, but they do so off label.16,17

And these treatment options are only modestly effective, and controlled trials often don’t support their benefit. They also have relatively
poor safety and tolerability profiles.16,17

Dr. Caudle:Dr. Caudle:
And now you mentioned these agents are prescribed off label. Can you elaborate a bit on the risk/benefit profiles for patients taking
these medications?

Dr. Sultzer:Dr. Sultzer:
These treatments can also be associated with adverse events such as sedation, orthostatic hypotension, falls, extrapyramidal
symptoms, cognitive slowing, and cerebrovascular and cardiovascular complications.17,24-26

Now benzodiazepines have been shown to be modestly beneficial in cases for treating agitation in Alzheimer’s Disease, but they are
occasionally prescribed for patients with prominent anxiety.27 And we have some safety concerns when they’re used to manage
agitation in the elderly, specifically due to the risk of cognitive impairment, fractures, and falls.28

We also sometimes prescribe antidepressants for agitation and aggression in dementia, but there’s currently limited evidence to support
its use here.29,30 While they’re tolerated reasonably well, we need more evidence to know if they really are safe and effective
treatments for agitation in Alzheimer’s disease.30

Dr. Caudle:Dr. Caudle:
Now we’re almost out of time, but before we close, do you have any key takeaways you’d like to share with our audience today?

Dr. Sultzer:Dr. Sultzer:
Yes, while current guidelines recommend tailoring a comprehensive treatment plan with nonpharmacological and medication
interventions as needed for AAD,13,14 there’s currently no FDA-approved treatment for agitation in Alzheimer’s Disease.14

And even when we prescribe them off label, they’re associated with mixed risk-to-benefit profiles.16,17
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So we really need approved pharmaceutical treatment options with demonstrated efficacy and safety for the treatment of agitation in
Alzheimer’s Disease that ideally address the specific pathophysiology of agitation in Alzheimer's dementia.24

Dr. Caudle:Dr. Caudle:
Thank you, those are great practical takeaways to take into consideration as we end today’s program. I’d like to thank my guest, Dr.
Sultzer, for helping us better understand unmet needs in AAD treatment.

Dr. Sultzer, it was great speaking with you today.

Dr. Sultzer:Dr. Sultzer: 
It was a pleasure to be here. Thank you.

ReachMD Announcer:ReachMD Announcer:
This program was sponsored by Otsuka and Lundbeck. If you missed any part of this discussion, visit ReachMD.com/industryfeature.
This is ReachMD. Be Part of the Knowledge.
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