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Introduction 
In the September 6, 1975 issue of the British Medical Journal, G. R. Burston, a general practitioner from 
Southmead Hospital in Bristol, wrote a letter to the editor that began: “Hardly a week goes by without 
some reference in the national press or medical journals to baby-battering, and I think it is about time that 
all of us realized that elderly people too are at times deliberately battered.”1 

This was one of the first mentions in the medical literature of a phenomenon that has probably existed 
from the dawn of humanity, an issue now known as elder abuse. Since that initial call to action, research 
about elder abuse has expanded, along with a growing appreciation among both health professionals and 
the lay public of the seriousness and extent of this issue.2 In 2010, the Elder Justice Act was passed by 
Congress, which provided federal resources to “prevent, detect, treat, understand, intervene in, and, 
where appropriate, prosecute elder abuse, neglect, and exploitation.”3 Nonetheless, compared to other 
forms of abuse (e.g., child abuse or intimate partner violence), elder abuse receives significantly less 
research funding and the field still lacks coordinated research, education, training, and prevention 
strategies.4 

One key finding from recent research into elder abuse is an association that Dr. Burston himself noted in 
his 1975 letter: “Often the type of patient in whom the suspicion of battering is very high has some mental 
impairment.”1 Abundant evidence now clearly shows that older adults with dementia are particularly 
vulnerable to abuse.5 These people often have psychological or behavioral symptoms such as agitation 
and aggression, which may intensify caregiver-recipient conflicts and raise the risk of elder abuse.6 In 
addition, older adults with dementia often have higher burden of chronic illness and functional impairment, 
which further increases their risk of abuse, compared to older adults without dementia.5  

This monograph addresses for a primary care audience the issues of both elder abuse and dementia. 
The evidence presented here aims to raise awareness of risk factors for elder abuse and to help 
clinicians provide better evidence-based care for patients with cognitive impairment and dementia. 
Successful interventions in cases of elder abuse are typically interdisciplinary, ongoing, community-
based, and resource-intensive.2 Primary care physicians can play an important role by recognizing and 
identifying elder abuse, treating or guiding treatment for dementia if it is present, becoming familiar with 
local resources for intervention, and referring patients or coordinating care when needed. 

Elder abuse  
The Elder Justice Act defined “abuse” broadly as: “the knowing infliction of physical or psychological harm 
or the knowing deprivation of goods or services that are necessary to meet essential needs or to avoid 
physical or psychological harm.”7 

A more detailed definition was articulated in the 2016 Centers for Disease Control and Prevention’s 
report: Elder Abuse Surveillance: Uniform Definitions and Recommended Core Data Elements, which 
described five main types of elder abuse:8 

• physical abuse (the intentional use of physical force that results in acute or chronic illness, injury, 
pain, impairment, distress or death) 
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• sexual abuse (forced and/or unwanted sexual interaction, including both touching and non-
touching acts, of any kind) 

• emotional/psychological abuse (verbal or non-verbal behavior that results in the infliction of 
anguish, mental pain, fear, or distress that is perpetrated by a caregiver or other person who 
stands in a trust relationship to the elder) 

• neglect (failure by a caregiver or other person in a trust relationship to protect an elder from harm, 
or the failure to meet needs for essential medical care, nutrition, hydration, hygiene, clothing, 
basic activities of daily living, or shelter, which results in a serious risk of compromised health 
and/or safety) 

• financial abuse/exploitation (the illegal, unauthorized, or improper use of an older person’s 
resources by a caregiver or other person in a trusting relationship for the benefit of someone 
other than the elder) 

A number of other phenomena related to elder abuse were also described, including abandonment, 
abduction, medical abuse, resident-to-resident abuse, and self neglect. Self-neglect is an important issue 
that may co-exist with or be exacerbated by elder abuse. In this monograph, self-neglect will be 
considered a form of elder abuse. 

Prevalence of elder abuse 
The evidence suggests an overall prevalence of elder abuse (excluding financial abuse) of approximately 
10% of older community-dwelling adults.2,9 This prevalence rate is likely an underestimate. The 2011 New 
York State Elder Abuse Prevalence Study found that only 1 case of elder abuse is reported for every 24 
elders who are abused.10 

Figure 1: Only 1 elder abuse case is reported for every 24 elders abused.10 

 

The reliance on self-reported information in a telephone survey usually excludes patients with dementia. 
But other metrics, too, point to significant under-reporting of elder abuse. In a survey of 129 dyads (i.e., a 

Only  
1 in every 24  

cases is  
reported.
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patient with dementia and a caregiver), the overall rate of abuse was 47%, with the following rates for 
sub-categories: 88% psychological abuse; 29% neglect; and 20% physical abuse.11  

The prevalence of elder abuse is higher in certain subpopulations. For example, a survey of 198 Spanish-
speaking older adults in Los Angeles found that 40% had experienced at least one type of elder abuse in 
the past year, and 21% had experienced multiple types.12 (Notably, in that study, only 2% of those who 
experienced abuse reported it to authorities.) 

In a study of 4,627 older adults in the Chicago Health and Aging Project, older black men were 3 times 
more likely to experience elder self-neglect than older white men, and older black women were two times 
as likely to report elder self-neglect as older white women.13 

It is therefore likely that clinicians caring for older adults will frequently encounter victims of elder abuse, 
whether it is initially recognized or not. 

Risk factors for elder abuse 
A number of factors increase the risk of elder abuse, including: 

• female sex14 
• being younger within the population of older adults (the “young old”), possibly explained by the 

fact that these people more often live with a spouse or adult children, the two groups most likely 
to perpetrate abuse2,14 

• lower income9,15 
• social isolation16 
• being African American or Hispanic4 
• functional impairment or poor physical health14,16,17 
• cognitive impairment and dementia.13 

 
Cognitive impairment is the most consistently identified risk factor for elder abuse. A population-based 
study of 8,932 community-dwelling older adults found that lower global cognitive function level (OR 4.18; 
95% CI: 2.44-7.15), lower score on the Mini Mental Status Exam (MMSE) (OR 2.97; 95% CI: 1.93-4.57), 
impaired episodic memory (OR 2.27; 95% CI: 1.49-3.43) and reduced perceptual speeds (OR 2.37; 95% 
CI: 1.51-3.73) are associated with increased risks of elder abuse.13 A longitudinal study that followed 
2,688 older adults over 9 years found that after adjusting for age, sex, race, and income, older adults who 
became cognitively impaired had a higher risk (OR 5.1; 95% CI: 2.0-12.7) of elder abuse than older adults 
without any cognitive impairment.18  

Who perpetrates abuse? 
Perpetrators are more likely to abuse an older adult if they:19 

• have a high perceived burden of care 
• abuse drugs or alcohol 
• have poor coping skills or diminished ability to manage the tasks of caring  
• feel high levels of stress 
• are depressed 
• are socially isolated 
• have low or impaired cognitive function 
• have a history of being abused themselves 
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• are caring for someone with dementia. 

The special case of abuse in patients with dementia 
In the case of caregivers of patients with dementia, additional factors compound the potential for abuse. 
In a study of 76 patients with Alzheimer’s disease and their caregivers, patients with dementia were more 
likely to be abused if they had high levels of functional impairment (OR 2.05; 95% CI: 1.09-4.91), greater 
dementia symptoms (OR 4.82; 95% CI: 3.51-12.52), or were violent themselves (OR 4.17; 95% CI: 2.18-
8.40). Caregivers with alcohol problems were more likely to abuse (OR 3.22; 95% CI: 2.38-4.78), while 
caregivers who had high self-esteem were less likely to abuse (OR 0.66; 95% CI: 0.59-0.75). The risks of 
abuse escalate when these risk factors are combined, such as a 6-fold increase in abuse among 
caregivers who abuse alcohol and deal with patients who have more dementia symptoms or exhibit 
violent behavior (OR 6.18; 95% CI: 4.51-9.71).20  

Consequences of elder abuse 
Elder abuse can produce harms far beyond the obvious traumatic injuries or pain. Victims of elder abuse 
are at increased risk for: 

• death21,22 
• disability21 
• emergency room visits23 
• hospitalization24 
• nursing home placement25 
• admission to skilled nursing facilities.26 

 
The risk of death is higher in those who are reported to elder protective services and who report abuse at 
screening. In a cohort of 2,812 community-dwelling elders, patients who were reported to elder protective 
services for abuse were three times more likely to die than those who were not reported to protective 
services (OR 3.1; 95% CI: 1.4-6.7) after 3-years of follow-up.22 
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Figure 2: Patients who had cases of suspected elder abuse reported to elder protective services 
were much less likely to be living after 13 years of follow-up.22 

 

In a cohort of 12,066 Australian women aged 70 to 75 at enrollment, 38% reported abuse. Women who 
reported abuse were 16% more likely to die (HR 1.16; 95% CI: 1.01-1.34), after controlling for 
demographic, social, and health-related factors over the 12 years of the study.21 That study also found a 
19% increase in disability in vulnerable women (HR 1.19; 95% CI: 1.00-1.41), after controlling for the 
same factors.21 

Emergency room visits were more frequent (2.1 visits per year) in community-dwelling elders who were 
abused compared to 0.7 visits per year in those who were not reported to be abused. In this 6,674 person 
cohort in Chicago, psychological abuse (RR 1.98; 95% CI:1.29-3.00), caregiver neglect (RR 2.04; 95% 
CI: 1.38-2.99), financial exploitation (RR 1.59; 95% CI: 1.01-2.52) and ≥2 types of abuse (RR 2.07; 95% 
CI: 1.43-2.99) significantly increased the risk of emergency room visits.23 

Elders who were abused were more likely to be admitted to the hospital, with an unadjusted annual rate 
of hospitalization of 1.97 for elders who were abused versus 0.62 for elders who were not abused.26 The 
Chicago elder cohort identified psychological abuse (RR 2.22; 95% CI: 1.44-3.43), caregiver neglect (RR 
2.43; 95% CI: 1.60-3.69), and ≥2 types of abuse (RR 2.59; 95% CI: 1.82-3.66) as risk factors for 
hospitalization. Additionally, self-neglect increased the rate of 30-day readmission from 0.2 per year in 
elders without self-neglect to 0.9 per year in elders with self-neglect.24 

Admissions to nursing homes and skilled nursing facilities rise in elders who are abused. In a study of 
2,812 community-dwelling elders followed for 9 years, risks of nursing home placement were 69% in 
patients with self-neglect, 52% in patients with other abuse, and 32% in elders who were not abused 
(p<0.001 for both comparisons). After controlling for other factors, abuse resulted in a 4-fold increased 
risk of nursing home placement.25 Similarly, in skilled nursing facilities, annual rates of admissions were 
0.14 among elders who were not abused compared with 0.66 annual admissions among abused elders in 
the Chicago elder cohort. Rates were higher in some sub-types of abuse, such as caregiver neglect, 
increasing the risk of placement more than 4.5-fold (RR 4.73; 95% CI: 3.03-7.40).26 
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Financial exploitation or abuse at first glance appears to fall outside of the domain of the primary care 
providers. However, an older patient’s ability to pay for needed medical care or treatments impacts their 
access to medical care and to their providers. A large study by MetLife attributed $2.9 billion in losses due 
to elder financial abuse.27 Victims of exploitation were most commonly female, between the ages of 80-
89, and required assistance with health care or home maintenance. Those most likely to perpetrate 
financial exploitation were strangers (51%), family, friends or neighbors (34%), the business sector (12%) 
and Medicare or Medicaid (4%). Elders who have been financially exploited, in addition to having 
impaired ability to afford medications, visits, food, or home repairs, may also exhibit depression or 
anxiety.27  

Identifying elders at risk for abuse 
The timely and accurate identification by physicians of elder abuse can be challenging. Victims may 
conceal the abuse for a range of reasons, or they may be unable to articulate the abuse because of 
cognitive or speech impairments, or language limitations. In addition, the higher rates of illness in older 
adults can create both false negative findings (e.g., an abuse-related fracture misattributed to 
osteoporosis) and false positive findings (e.g., spontaneous bruising because of a coagulopathy being 
misattributed to abuse).2 Nonetheless, given the relatively high prevalence of elder abuse, clinicians 
should be alert to signs of physical or psychological abuse.  

Screening for abuse 
The US Preventive Services Task Force does not recommend universal screening for elder abuse, citing 
incomplete evidence of a benefit from screening.28 However, lack of evidence does not mean evidence of 
no benefit. Despite the lack of randomized controlled trials that demonstrate the benefits of screening 
patients for elder abuse, the significance of the harmful consequences of elder abuse makes it clear that 
identifying elder abuse is clinically important. Moreover, in the USPSTF report to congress, it noted the 
significant public health issue of elder abuse and urged Congress to set this as a priority area to further 
explore the utility of screening.28 

A wide variety of screening tools for elder abuse exists, using a range of administration options (e.g., 
phone, in-person, self-administered, or computer-assisted methods). Some tools are administered to both 
caregiver and the elder. In cases where the elder only is screened, a safe setting for responding to the 
questions must be provided. This may mean separating the elderly patient from the caregiver when 
asking questions.  

Although no tool has emerged as a “gold standard” for detecting elder abuse, the following instruments 
can be used: 

• Vulnerability to Abuse Screening Scale (VASS) 
• Hwalek-Sengstock Elder Abuse (H-S/EAST) 

 

The Vulnerability to Abuse Screening Scale is a simple six-question screen that can assist in determining 
whether a more formal evaluation should be conducted:29 

1. Are you afraid of anyone in your family? 
2. Has anyone close to you tried to hurt or harm you recently? 
3. Has anyone close to you called you names or put you down or made you feel bad recently? 
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4. Does someone in your family make you stay in bed or tell you you’re sick when you know you 
aren’t? 

5. Has anyone forced you to do things you didn’t want to do? 
6. Has anyone taken things that belong to you without your OK? 

 
This screen has a good reliability and good construct validity.29 However, it is limited in that it does not 
identify subtypes of elder abuse, it has not been tested in patients with cognitive impairment, and it may 
not address the social or cultural context of elder abuse.29 

In addition to direct screening, it is important to assess functional, cognitive, and psychological well-being 
of older adults as part of understanding the full risk of abuse. The following nine “vulnerability factors” 
raise the risk of elder abuse and can serve to trigger enhanced vigilance on the part of clinicians:30 

• age older than 80 
• female sex 
• Black or Hispanic 
• income ≥ $15,000 
• ≥3 medical conditions 
• impaired cognitive function (MMSE score <23) 
• impaired physical function (e.g., difficulty with stairs) 
• depressive symptoms (e.g., score on the Center for Epidemiologic Studies Depression scale ≥4) 
• social isolation (e.g., <2 visits from friends or family a month) 

 
Every increase of one vulnerability factor increases the risk of abuse more than 2-fold.30  

Figure 3: Compared with elders with 0-2 vulnerability factors, the presence of multiple factors 
increases the risk of confirmed elder abuse during a 17-year follow-up period. 

 
An important component of assessment is determining the decision-making capacity of the patient, 
especially those with cognitive impairment or dementia. The commonly-used MMSE does not adequately 
assess decision-making capacity. More appropriate options to evaluate decision-making capacity 
include:31 

• Aid to Capacity Evaluation (a structured set of questions with a scoring system for recording 
responses that can help clinicians evaluate a patient’s decision-making ability) 
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• Hopkins Competency Assessment Test (a brief instrument consisting of an essay and 
questionnaire that helps clinicians evaluate competency to give informed consent or prepare 
advance directives) 

• Understanding Treatment and Disclosure (patient is provided with oral and written information 
about a disorder and treatment options, then is asked 10 questions to assess their 
understanding, with answers given a score ranging from 0 to 2) 
 

Referral to a neuropsychologist or psychiatrist may be appropriate in equivocal or complex cases. 

Figure 4: Algorithm for elder abuse screening4  

 

Reporting elder abuse 
Despite their intimate role in the lives of older patients, physicians were the least likely reporters of elder 
abuse in a 2007 national survey of state adult protective services agencies.32 
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Figure 5: Reporters of elder abuse32 

 

Physicians may not report suspected elder abuse for a number of reasons, including:33,34 

• not feeling they could prove mistreatment occurred 
• signs of abuse were subtle 
• victim denied mistreatment 
• being unsure of reporting procedures, laws, definitions, or how to access community resources 
• fear of harming physician/patient relationship. 

 
Many states have mandated reporting processes for elder abuse and statutes governing what constitutes 
abuse. However, most reporting falls occurs within Adult or Elder Protective Services or the state 
Ombudsman Program. In many cases, Area Agencies on Aging (AAA) are an integral part of this process. 
Generally, reports of elder abuse are prioritized based on an assessment of the risk of immediate harm. 
All investigations are started no later than 72 hours of the first report. A representative from AAA gathers 
details from the reporter, key informants (if any), and the elder. The interview with the elder includes a 
review of the living environment, medical history, prescriptions, financial information, and other relevant 
details. The results of the interview determine subsequent actions, which can range from no further 
investigation to a recommendation for removal of the elder and/or filing of criminal charges. Other 
possible actions include provision of supportive services such as meals or cleaning services. 

BOTTOM LINE: Elder abuse is a highly prevalent, serious, yet under-reported public health 
problem demanding attention from primary care physicians. Cognitive impairment is the most 
consistently identified risk factor for elder abuse, but other well-defined characteristics 
substantially increase the risk that abuse may be occurring. Publicly supported agencies are well 
equipped to assist the clinician in identifying and addressing abuse when it occurs. By screening 
and reporting suspected elder abuse, clinicians can improve the quality of care and protect 
vulnerable older adults. 
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Alzheimer’s disease and related dementias 
Alzheimer’s disease (AD), the most common form of dementia, afflicts approximately 5 million people 
over 65 in the U.S., with the percentage of those affected rising significantly with age, from about 3% 
between ages 65 and 74, to about 32% at age 85 and older.35 Mild cognitive impairment (MCI), an milder 
condition that is often an intermediate stage on the spectrum between normal cognitive aging and 
dementia, is also common, with an estimated prevalence of 2%−10% at age 65 to 5%−25% by age 
85.36−37 

Primary care providers, therefore, must be adept at evaluating older adults for dementia and be prepared 
to care for older patients with cognitive impairment. Managing dementia at the primary care level should 
generally start with non−pharmacologic interventions as well as referrals to social service agencies and 
support resources. In addition to managing cognitive impairment and other related medical issues, 
primary care clinicians can help link the patient and caregivers with community resources and other 
health care and social service providers. Given the time constraints under which many primary care 
providers operate, it is important that they know their own breadth of expertise and “comfort zone” in 
evaluating and treating dementia or MCI, and seek consultation when necessary. 

Types of dementia 
It is important to differentiate between normal and abnormal changes. Typically, two types of memory are 
preserved with aging: semantic memory (i.e., the ability to recall general facts and concepts, vocabulary, 
and language) and procedural memory (i.e., how to perform mental or physical tasks of daily living).38 
Cognitive skills that typically decline with age include: episodic memory (i.e., remembering where objects 
are and the “what,” “where,” and “when” of daily life); processing speed; the ability to learn new 
information; and the ability to multi-task or shift between tasks.38 

MCI is a syndrome in which a person has modest problems with memory, language, or other mental 
functioning. These problems are severe enough to be noticeable to other people and to be documented 
on tests, but not serious enough to interfere with daily life, although greater effort, compensatory 
strategies, or accommodation may be required.37 MCI most commonly involves memory problems, but 
can also affect language, attention, judgment, or other cognitive functions. In any given patient, it may be 
unclear how much MCI is a consequence of non-neurological factors such as problems with mood, sleep, 
medications, or general medical illness, vs. being a herald of dementia caused by underlying 
neuropathology. Nonetheless, patients with greater cognitive impairment at the time of MCI diagnosis 
often progress to dementia and neuropathological evidence of AD.39 Clinical studies of older adults with 
MCI reveal a relatively rapid conversion to a diagnosis of AD: up to 14% per year.40 However, this is quite 
variable, and other patients, by contrast, progress more slowly or not at all. 

Dementia* is a syndrome involving impairment in cognitive functioning that interferes with a person’s 
ability to carry out usual activities. It can involve impairments in: (1) memory; (2) language; (3) reasoning, 
judgment, and handling of complex tasks (i.e., executive dysfunction); (4) higher−order perceptual/motor 
functioning; and/or (5) personality, behavior, or comportment. Dementia is not diagnosed when changes 
in cognition and function can be accounted for by a reversible physiological condition (i.e., dehydration, 
urinary tract infection, or drug side−effect), an acute state of confusion, delirium, or another mental 

																																																													
* The term neurocognitive disorder (NCD) has replaced the term “dementia” in the Diagnostic and Statistical Manual of Mental 
Disorders, 5th Edition, although the term “dementia” is retained as a descriptor for certain sub−types of major NCD. The key feature 
of NCDs is that the primary clinical deficit is in cognitive function is acquired rather than developmental. 
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disease (e.g., depression or schizophrenia). Most dementia follows a deteriorating course, with a median 
life expectancy after diagnosis of 5 to 6 years, although this can vary widely.  

AD is the most common, but not the only, cause of dementia. The cardinal features of the major types of 
dementia are summarized in Table 1.  

Table 1: Major types of dementia37  

Type of dementia Prevalence* Clinical features Comments 

Alzheimer’s 
disease (AD) 

60−90% of 
dementia cases 

Insidious symptom onset; initial 
forgetfulness progressing to 
profound memory loss with one or 
more of: aphasia, apraxia, 
agnosia, or impaired executive 
function. 

Symptoms generally 
begin after age 60. May 
coexist with vascular 
dementia (mixed−picture 
dementia). 

Vascular 
dementia (VD) 

Population 
prevalence: 0.2% 
(age 65−70) to 
16% (age 80 and 
older) 

Stepwise rather than gradual 
deterioration; focal neurological 
deficits, emotional lability, 
impaired judgment, early 
neuropsychiatric symptoms 
and/or gait disorders 

Sudden decline usually 
indicates a stroke. 
Progressive subcortical 
small vessel ischemia 
may cause slower 
progression. 

Dementia with 
Lewy bodies 
(DLB) 

2%−30% of 
dementia cases 

Involves any 2 of the following: 
visual hallucinations, 
parkinsonism or fluctuation in 
mental state in the absence of 
delirium. Other features include 
repeated falls, syncope, 
autonomic dysfunction, 
neuroleptic sensitivity, and REM 
sleep disorder. 

Earlier age of onset than 
either AD or VD. 
Cognitive impairment 
affects both memory 
and ability to carry out 
complex tasks and can 
fluctuate within a day, so 
may be confused with 
delirium. 

Parkinson’s 
disease dementia 
(PDD) 

In people with PD, 
as many as 75% 
will develop PDD 
sometime in the 
course of their 
disease. 

Diagnosis of PDD may be difficult 
as there is often overlap with AD, 
VD, and DLB. In PDD, 
parkinsonism is usually 
diagnosed years before 
dementia. 

Older age and the 
severity of parkinsonism 
are risk factors for the 
development of PDD. 

Frontotemporal 
dementia (FTD) 

Population 
prevalence: 2−10 
cases per 
100,000  

Early changes in personality 
(disinhibition, apathy, loss of 
empathy) and/or language 
(primary progressive aphasia). 

Apathy, emotional 
blunting and disinhibited 
behaviors may make it 
difficult to differentiate 
from depression or 
bipolar disorder. 

*Prevalence figures do not sum to 100% because of the wide variability in prevalence estimates and the possibility 
that patients may experience more than one type of dementia simultaneously. 
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Table 2: Other causes of dementia37  

Type of dementia Prevalence* Clinical features Comments 
Traumatic Brain 
Injury (TBI) 

1.7 million instances 
of TBI annually. ~2% 
of US population 
lives with 
TBI−associated 
disability. Particularly 
common in combat 
veterans. 

The course of recovery from 
TBI is variable depending on 
specifics of injury and 
cofactors such as age, 
previous injury, and 
substance abuse. 

Severity of the TBI itself 
may not correspond to 
severity of the resulting 
neurocognitive disability. 

Substance/ 
medication−induced 

Unknown Substance use disorders 
begin during adolescence 
and peak in 20s & 30s, 
although late-onset of alcohol 
abuse is not uncommon in 
the elderly. Medication-
induced cognitive impairment 
is common in older patients. 

Substantial or complete 
recovery of 
neurocognitive functions 
can occur in patients in 
whom the offending 
medication is removed, 
or, for substance use 
disorders, who achieve 
stable abstinence prior to 
age 50. 

HIV related 33%−50% of people 
with HIV infection 
have at least mild 
neurocognitive 
disturbance. 

Neurocognitive disorders 
related to HIV may resolve, 
improve, slowly worsen, or 
have a fluctuating course. 

In patients taking antiviral 
treatment regimens, 
dementia may not occur 
or progress as rapidly as 
in patients not on such 
regimens. 

Huntington’s disease Population 
prevalence: 5.7 per 
100,000 in North 
America, Europe, 
and Australia. 

Mean age at diagnosis is 40 
years. Disease is gradually 
progressive with median 
survival ~15 yrs. after motor 
symptom diagnosis. 

Psychiatric and cognitive 
abnormalities can 
predate motor 
abnormalities by at least 
15 years. 

Prion disease The most common 
form, sporadic 
Creutzfeldt-Jakob 
disease, has an 
incidence of 1 per 
1,000,000 per year. 

Prion disease may develop at 
any age in adults. Prodromal 
symptoms: fatigue, anxiety, 
problems with appetite or 
sleep; difficulties 
concentrating. 

Disease typically 
progresses very rapidly to 
major impairment over 
several months and 
death within 1 year. 

Normal pressure 
hydrocephalus 
(NPH) 

0.1-2.9% 

Estimates vary due 
to lack of a 
consensus 
diagnostic gold 
standard. 

May be caused by 
intracranial and/or 
subarachnoid hemorrhage or 
meningitis, or have no clear 
cause (idiopathic NPH) 

Large volume lumbar 
puncture may suggest 
likely response to 
treatment. Diagnostic 
ventricular shunting in 
select patients. There is 
limited cognitive benefit, 
however, to ventricular 
shunting. 

*Prevalence figures do not sum to 100% because of the wide variability in prevalence estimates and the possibility 
that patients may have more than one type of dementia simultaneously. 



	 Caring for vulnerable elders | 13		

Delirium 
In contrast to dementia, delirium is an acute, reversible mental disorder characterized by confusion, 
impaired attention, disorganized thinking, and an altered level of consciousness.37 Delirium generally 
follows a rapidly waxing and waning course. Other symptoms include: disorientation to time, place, and 
person; sensory misperceptions; psychomotor agitation or retardation; sleep disturbances; and memory 
impairment. Although delirium onset is typically sudden, it may take weeks or months for an episode of 
delirium to resolve.37 

To distinguish delirium from dementia, establishing the time course is critical by obtaining collateral 
information about cognitive function prior to the acute presentation. Delirium is often caused by reversible 
medical conditions such as infection (including urinary tract and respiratory), pain, drug intoxication or 
withdrawal, seizures, head trauma, and metabolic disturbances such as hypoxia, hypoglycemia, 
fluid/electrolyte disturbance, and hepatic, cardiac or renal impairment. Management of the precipitating 
medical problem will often result in improvement in the delirium. 

Although delirium is distinct from dementia, patients with dementia are at higher risk of developing 
delirium. Delirium may also herald the onset of MCI or dementia, in that patients with delirium may not 
return to their prior level of functioning and may subsequently experience a steady progression of 
cognitive dysfunction. Because delirium may involve hallucinations, it can complicate a diagnosis of 
dementia, particularly dementia with Lewy bodies (DLB).  

A common clinical problem 
Over 5 million people have dementia in the U.S., with prevalence rising with age. 1 in 9 people over the 
age of 65 dementia, and 1 in 3 over age 85 have dementia.35 

Figure 6: Ages of people with Alzheimer’s disease in the US, 201635 

 

Recent data from the Health and Retirement Study, a nationally representative, population-based 
longitudinal survey of older U.S. adults (n = 10,546) showed a drop in the prevalence of dementia, from 
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11.6% in 2000 to 8.8% in 2012.41 The reasons for this trend are unclear, but dementia remains a 
significant concern for older adults.  

Risk factors for dementia 
Many conditions and diseases increase the risk of cognitive impairment and dementia. Except for age 
and rare genetic mutations, genetic, environmental, and lifestyle risk factors play interrelated roles. 
Non−modifiable risk factors for dementia include:  

• advanced age (>90% of AD cases develop in people >age 60)42,43 
• family history (see below) 
• female gender 
• Down syndrome 
• lower IQ 

 
Potentially modifiable causes or risk factors for dementia or MCI include:42,43 

• medication adverse effects 
• depression  
• risk factors for vascular disease: 

⎯ hypertension 
⎯ diabetes 
⎯ dyslipidemia 
⎯ smoking 
⎯ obesity 

• excessive alcohol consumption or other forms of substance use disorder 
• poor nutrition 
• thyroid, kidney, or liver disease 
• cardiac disease, including coronary artery disease and heart failure 

Targeted screening for dementia 
No studies have fully assessed how screening for cognitive impairment by primary care providers affects 
medical decision−making, patient outcomes, caregiver outcomes, or public health outcomes.44 As noted, 
the USPSTF does not recommend universal screening of community−dwelling older adults for cognitive 
impairment, instead advising that a more selective use of screening in patients over 65 years of age is 
warranted for:44  

• patients with subjective cognitive complaints, conveyed either by the patient or a knowledgeable 
informant 

• patients with mood or anxiety complaints, conveyed either by the patient or a knowledgeable 
informant 

• selected patients at risk for adverse safety outcomes (e.g., living alone, poor medication 
adherence, working in professions in which cognitive dysfunction places them or others at risk) 

• Medicare patients undergoing an annual wellness visit. 
 

Targeted screening for cognitive impairment is important because routine history and physical 
examinations are not sensitive for detecting such impairment and because of the potential benefits of 
early detection and diagnosis. Although no disease−modifying treatments exist for dementia (i.e., 



	 Caring for vulnerable elders | 15		

treatments leading to a permanent slowing of the disease progression) patients and caregivers may 
benefit from a better understanding of cognitive impairment as well as from interventions aimed at safety, 
optimizing cognition, planning for the future, and enhancing overall well being. Medicare now covers 
testing and screening for cognitive impairment as a part of annual wellness visits. 

Screening may be indicated for patients with safety concerns (e.g., older adults living alone, those 
working in professions in which cognitive dysfunction places them or others at risk, those with accidents 
or near−misses when driving, and those who have problems with medication compliance).  

Screening for cognitive impairment can be quick. Examples of screening instruments that take 5 minutes 
or less to administer include: the Clock Drawing Test (CDT), the Mini−Cog assessment, the Memory 
Impairment Screen, the Mental Status Questionnaire or Short Portable Mental Status Questionnaire, the 
Verbal Fluency test, and the AD8 Dementia Screening Interview. These instruments have variable, but 
acceptable, sensitivity for the diagnosis of dementia.44 Because a diagnosis of dementia requires both 
objective evidence of cognitive impairment and loss of function in usual activities, using both a cognitive 
measure and a functional questionnaire may increase yield in screening and also reduce cultural and 
educational bias as opposed to using cognitive measures alone.45 The Mini−Cog and the AD8 are 
cognitive and functional instruments, respectively, that have been reasonably well−validated. (See 
Appendix 1 for the Mini-Cog and Appendix 2 for the AD8.)  

The Mini−Cog Test uses a simple scored 3−item word recall test in combination with a clock drawing test 
(see Appendix 1). The patient is first asked to repeat and remember 3 unrelated words, allowing a 
maximum of 3 trials to repeat the words correctly. The patient is next asked to draw the face of a clock, 
and after all the numbers have been placed to draw the hands to read “10 minutes after 11 o’clock 
(11:10).” Finally, the patient is asked to recall the 3 words from earlier. The test is scored by adding the 
number of words recalled after the delay (0 to 3) and either 0 points for an incorrect clock or 2 points for a 
correct clock. Using a cutoff of 3 or greater to indicate “non−demented” and 2 or less to indicate 
“demented,” the Mini−Cog has a sensitivity of 76%−100% and specificity of 54%−85.2% for diagnosing 
dementia, when validated against clinical diagnostic criteria as a gold standard.44  

The AD8 Dementia Screening Interview consists of 8 yes/no questions pertaining to a patient’s memory, 
thinking, and functioning in usual activities, answered by either the patient or an informant who knows the 
patient well (see Appendix 2). Two or more “yes” answers indicate the presence of dementia with a 
sensitivity of 96.5% and specificity of 83.4%, again using clinical diagnostic criteria as a gold standard.46  

In comparison, the pooled sensitivity and specificity from 14 studies of the Mini−Mental State Examination 
(MMSE) is 88.3% and 86.2%, respectively.44 The MMSE score may be affected by age, education, and 
language. Given the comparable sensitivities of the Mini−Cog and AD8 vs. the MMSE, the greater 
amount of time required to administer the MMSE, and the fact that the MMSE has been copyrighted and 
is not in the public domain, the Mini−Cog and AD8 may represent more efficient means of selecting which 
patients require a more detailed diagnostic evaluation.  

Neuropsychological testing may be useful if a diagnosis is unclear. The testing involves evaluating 
multiple cognitive domains (i.e., attention, orientation, executive function, memory, language, calculations, 
mental flexibility, conceptualization) and has a sensitivity of 80-98% and specificity of 44-98%.47,48 
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Table 3: Dementia screening tool sensitivity and specificity44,46-48 

Diagnostic test* Sensitivity (%) Specificity (%) 

Mini−Mental State Exam
  

88 86 

Mini−Cog 76−100 54−85 

AD8 96 83 

Neuropsychological testing 80-98 44-98 

*Compared to clinical diagnosis 

BOTTOM LINE: There is no evidence that universal screening of all older patients for cognitive 
impairment is warranted. However, patients with cognitive or mood complaints and those at risk 
for adverse safety outcomes are likely to benefit from early screening and diagnosis.  

Beyond the routine history and physical examination, short screening tests and questionnaires 
can reliably identify cognitive impairment (which may, or may not, be due to dementia. The 
purpose of screening is to identify patients who should undergo a more detailed evaluation to 
help determine underlying causes that may be responsible for cognitive impairment. 
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Diagnosing dementia 
A focused differential diagnosis of dementia or MCI should be considered for older people with an 
insidious onset and gradual progression of memory loss as the main presenting symptom. Features such 
as early age of onset, rapid onset, progression over days to weeks, atypical (non−memory related) 
cognitive deficits, and unusual associated neurological or general medical symptoms should prompt 
referral to a specialist for consideration of atypical causes. 

A diagnosis of dementia requires: (1) a significant decline in cognitive function from a previous level of 
performance; (2) a meaningful decline in function; and (3) evidence of cognitive dysfunction on a mental 
status examination or formal neuropsychological testing.49 Selected labs and studies are recommended 
to establish a clinical diagnosis regarding the cause of dementia and to assess potentially reversible or 
modifiable factors.  

History 
The goals of a history pertaining to cognitive impairment include: (1) determining the nature and time 
course of the cognitive dysfunction; (2) reviewing a patient’s usual activities and changes that have arisen 
due to cognitive dysfunction; (3) conducting a focused review of other pertinent information from the 
patient’s medical history, social history, family history, and review of systems.  

The medical history should also assess: 

• drug and alcohol intake 
• family history of cognitive impairment, dementia, neurological, psychiatric conditions 
• bowel/bladder incontinence 
• review of mood, anxiety, sleep, and pain 
• history of head trauma, encephalitis, meningitis, seizures, or other neurological or psychiatric 

illness  
• review of medications with potential to affect cognition, including over-the-counter products and 

herbal remedies or ‘dietary supplements.’ 
• educational and occupational history. 

 
Eliciting examples of a patient’s cognitive functioning from both patients and informants may help 
determine what domain(s) of cognition are affected. Frequent repetition of questions and difficulty 
remembering recent events, for example, suggest impairment of episodic memory. Difficulties retrieving 
words, speaking fluently, or understanding spoken or written material suggest impairment of language. 
Problems finding routes, locating objects in plain view, or putting on clothes correctly reflect impairments 
in higher order visual/spatial functions. Inability to complete tasks requiring multiple steps, to maintain 
focus on a single task, or to hold information “in mind” for short periods of time suggest impairments in 
attention and executive functions. AD dementia typically causes impairment of episodic memory out of 
proportion to impairments in other cognitive domains early in its course.  
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Table 4: Differentiating dementia from normal cognitive aging 

Warning sign Features What’s normal? 

1. Memory loss 
that affects 
job skills or 
other usual 
tasks 

Forgetting recently learned information is one of the 
earliest signs of dementia. A person with dementia 
becomes forgetful more often and is unable to recall 
information.  

Occasionally forgetting 
names or appointments 

2. Difficulty 
performing 
activities of 
daily living 

Finding it hard to plan or complete everyday tasks. 
Individuals may lose track of the steps to prepare a meal, 
place a telephone call, or play a game 

Occasionally forgetting 
why you came into a 
room or what you 
planned to say 

3. Problems with 
language 

Forgetting simple words or substitutes unusual words, 
making speech or writing hard to understand. For example, 
they may be unable to name a watch, and instead ask for 
"that thing for time."  

Sometimes having 
trouble finding the right 
word 

4. Disorientation 
to time and 
place 

Becoming lost in their own neighborhood, forgetting where 
they are or how they got there, and not knowing how to get 
back home.  

Forgetting the day of the 
week or where you were 
going 

5. Poor or 
decreased 
judgment 

Dressing inappropriately, such as wearing several layers 
on a warm day or little clothing in the cold. Showing poor 
judgment about money, such as giving away large sums to 
telemarketers.  

Making a questionable or 
debatable decision from 
time to time 

6. Problems with 
abstract 
thinking 

Having unusual difficulty performing complex mental tasks, 
such as forgetting what numbers are and how they should 
be used. 

Finding it challenging to 
balance a checkbook 

7. Misplacing 
things 

Putting things in unusual places: a toothbrush in the 
freezer, or keys in the sugar bowl.  

Temporarily misplacing 
keys or a wallet 

8. Changes in 
mood 

Having rapid mood swings - from calm to tears to anger - 
for no apparent reason. 

Occasionally feeling sad 
or moody 

9. Changes in 
behavior 

Manifesting unexpected agitation, aggression, wandering, 
or sexual disinhibition. 

Occasionally losing your 
temper or feeling 
frustrated 

10. Changes in 
personality 

Rapidly changing personality, in which the patient becomes 
extremely confused, suspicious, fearful, or dependent on a 
family member. 

People’s personalities do 
not usually change 
dramatically or suddenly 
with age 

11. Loss of 
initiative 

Becoming passive and unresponsive, sitting in front of the 
TV for hours, sleeping more than usual, or not wanting to 
do usual activities. Apathy. 

Sometimes feeling weary 
of work or social 
obligations 

12. Psychosis Having hallucinations (audio or visual) and/or delusions 
(often paranoid in nature).  

Hallucinations and 
delusions are never 
normal 

 

Reviewing a patient’s usual activities (e.g., driving, managing personal finances/paying bills, completing 
chores, engaging in hobbies) provides an opportunity to assess additional symptoms and complications 
associated with cognitive impairment including potential safety issues that merit attention.  
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Detailed cognitive examination 
A detailed assessment of cognitive domains can confirm the profile of impairment suggested by the 
history, and also provides an additional measure of severity. In many cases the Montreal Cognitive 
Assessment (MoCA) provides sufficient information to aid in generating a differential diagnosis and can 
be administered in only about 10 minutes. The MoCA has advantages over the MMSE in that it is more 
sensitive for detecting executive dysfunction, uses a more robust 5 item (vs. 3 item) word list for memory 
testing, assesses whether the patient benefits from cues or multiple choice for words not recalled after a 
delay and provides subtests organized by cognitive domains.50 AD and other dementias associated with 
temporo-limbic dysfunction classically produce memory impairment at all levels - acquisition, retrieval, 
and storage - which manifests as a failure to benefit from cues or multiple choice. Referral for formal 
neuropsychological testing can be particularly useful for evaluating atypical cases, for detecting subtle 
impairments at an early stage of illness, and when time does not permit a detailed cognitive examination 
in the office.  

Physical, laboratory, and imaging evaluation 
A physical exam and laboratory workup can help uncover potentially modifiable factors that may cause or 
contribute to cognitive dysfunction. Components include: 

• physical 
⎯ assessment for parkinsonism (tremor, rigidity, bradykinesia, postural instability) 
⎯ assessment of focal signs that might suggest stroke or tumor 
⎯ gait 
⎯ assessment for motor neuron disease 

• laboratory 
⎯ comprehensive metabolic profile 
⎯ complete blood count and differential 
⎯ thyroid stimulating hormone (TSH) 
⎯ vitamin B12 level 
⎯ urinalysis  

 
Neuroimaging with computed tomography (CT) or magnetic resonance imaging (MRI) may reveal the 
presence or extent of vascular disease, presence or absence of focal patterns of atrophy suggestive of 
AD or other conditions, presence or absence of hydrocephalus, and evidence regarding other conditions 
potentially associated with dementia such as cerebral amyloid angiopathy. Rarely, imaging may reveal a 
modifiable condition not detected by neurological examination such as a subdural hematoma or a brain 
tumor. Although the American Association of Neurology recommends either head CT or MRI in the initial 
evaluation for dementia, particularly among those with focal signs, the recommendation is controversial 
because of the low probability that findings would alter management.51 Imaging may be reasonable in 
those suspected to have a reversible cause of dementia that can be diagnosed with imaging studies, 
such as normal pressure hydrocephalus (NPH), subdural hematoma, or a treatable malignancy.51 

Genetic testing 
Genetic testing for AD is not routinely recommended because results are neither sensitive nor specific.52 
Referral to a genetic counselor for consideration of testing for gene mutations associated with familial AD 
is only recommended for patients with early−onset AD and family history of dementia or those with a 
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family history suggesting an autosomal dominant mode of transmission. Of note, less than 1% of AD 
cases are due to familial autosomal dominant gene mutations, such as amyloid precursor protein, 
presenilin 1, and presenilin 2, which show 95-100% penetrance.52 Apolipoprotein E (APOE), however, 
has three alleles that influence susceptibility for AD, with effects that vary with the population studied as 
well as the presence or absence of other risk factors for AD. Because having an APO ε4 allele is neither 
necessary nor sufficient to cause AD, numerous consensus statements and articles have recommended 
against using APOE genotyping for predicting AD risk.52 

Other testing 
In selected cases neurologists may obtain a positron emission tomography (PET) scan and/or tests for 
low levels of beta-amyloid 42 and elevated total and phosphorylated tau protein in cerebrospinal fluid. 
Information from such tests may guide management, for example by differentiating between AD and 
FTD.53 

BOTTOM LINE: Universal screening of all older patients to detect dementia is not recommended. 
When cognitive impairment is present, look for reversible causes and consider selected testing 
using the Mini-Cog, AD8, or MMSE. Patients who screen positive should undergo further 
evaluation to confirm the diagnosis and rule out reversible causes such as medications, alcohol, 
depression, vitamin B12 deficiency, normal pressure hydrocephalus, or disorders of thyroid, 
kidney, or liver.  

Genetic testing is not necessary except in patients with early−onset or rapidly progressive 
dementia, or those with a family history suggesting an autosomal dominant mode of 
transmission. 

Managing Dementia 
A diagnosis of dementia can induce substantial fear about what the future holds for patients and their 
families. Direct but compassionate communication about the diagnosis and what can and cannot be 
predicted is essential to allay concerns, set realistic expectations, and promote an engaged, safe lifestyle.  

Although no disease-modifying treatment for dementia yet exists, appropriate use of available 
interventions can sometimes make a modest difference.54 In some cases, this could mean the difference 
between the ability to continue living independently in the community and the need for institutional care. 

When managing dementia, particularly AD, assess the stage of AD progression based on functional 
status in order to provide interventions appropriate for the patient’s need. The Functional Assessment 
Staging Test (FAST) is a widely-validated staging tool that categorizes dementia stages based on 
functional deficits and expected length of the stage. (Note that a high score on the FAST tool, combined 
with the presence of other medical conditions may qualify a patient for hospice benefits.55) 

 

 

 



	 Caring for vulnerable elders | 21		

Table 5: Major FAST stages and characteristics of Alzheimer’s Disease56 

Stage Stage name Characteristic Expected 
untreated 
AD duration 
(months)  

Mental 
age 
(years) 

MMSE 
(score) 

1 Normal aging No deficits whatsoever -- Adult 29-30 

2 Possible mild 
cognitive 
impairment 

Subjective functional deficit --  28-29 

3 Mild cognitive 
impairment 

Objective functional deficit 
interferes with a person’s most 
complex tasks 

84  12+ 24-28 

4 Mild dementia Independent activities of daily living 
become affected, such as bill 
paying, cooking, cleaning, traveling 

24  8-12 19-20 

5 Moderate 
dementia 

Needs help selecting proper attire 18  5-7 15 

6 Moderately 
severe dementia 

Needs help putting on clothes, 
bathing, toileting, incontinent 
(urinary and fecal) 

3.6-9.6  2-5 1-9 

7 Severe dementia Not able to speak, walk, sit up, 
smile, hold up head 

12-18  0-1.25 0 

 

Questionnaires such as the Weintraub Activities of Daily Living Questionnaire can also be useful for 
purposes of staging.57 A helpful roadmap for managing the different stages of dementia, from mild 
cognitive impairment through severe dementia is presented in Appendix 3. 

Specific consultations within medical, neurological, or psychiatric subspecialties may be useful, 
depending upon the circumstance. Geriatric psychopharmacologists, geriatric psychiatrists, 
neuropsychiatrists or behavioral neurologists can provide guidance with respect to the use of 
medications.  

Social workers and nurses with expertise in dementia may be well equipped to offer strategies for: dealing 
with specific or recurrent problematic situations; providing psychotherapy when appropriate; providing 
guidance about services such as day programs, home services, respite care, and dementia care units; 
providing guidance about financial and legal planning; and making referrals to community resources. 
Information and support are also available through non−profit organizations such as the Alzheimer’s 
Association, the Association for Frontotemporal Degeneration, the Lewy Body Dementia Association, 
CurePSP, and other disease−specific groups. Visit AlosaHealth.org/ElderAbuse for links to these and 
other resources. 

Managing a patient with dementia requires the physician to focus on present issues while keeping an eye 
on preparations for the future (see Figure 7). A patient’s wishes pertaining to end of life care and 
surrogate medical and financial decisions should be discussed early on, while he or she has the capacity 
to make informed decisions in these areas, generally before a moderate stage of dementia is reached. 
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Legal consultation with an elder law attorney may be appropriate, particularly for patients who have 
shared assets with a living spouse or partner.  

Figure 7: A framework for caring for a patient with dementia 

 

Non-pharmacological interventions  

Optimizing general health 
Identifying and treating non−neurological conditions that may negatively affect cognition is an important 
first step towards the goal of optimizing cognitive status. General medical illnesses, medications, and 
psychiatric illnesses can affect frontal−associated brain networks important for attention and executive 
functions. Treating such illnesses may boost cognition and provide patients with more reserve with which 
to compensate for the effects of the underlying cause of their MCI or dementia.  

Examples of medical conditions and medications with the potential to exacerbate cognitive dysfunction 
include:42,43  

• medical conditions 
⎯ cardiac, pulmonary, renal, or hepatic disease 
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⎯ endocrine dysfunction, particularly hypothyroidism 
⎯ depression 
⎯ anxiety 
⎯ delirium 
⎯ sleep disorders, particularly obstructive sleep apnea and insomnia 
⎯ chronic pain 
⎯ vitamin B12 deficiency 
⎯ NPH 

• medications 
⎯ anticholinergic medications 
⎯ antihistamines 
⎯ benzodiazepines 
⎯ non-benzodiazepine sedative/hypnotics 
⎯ opioid analgesics 
⎯ alcohol 

 

Treatment of neuropsychiatric symptoms of dementia, including depression and anxiety, can secondarily 
benefit cognition. Strategies are discussed below.  

Specific types of dementia are associated with specific general medical and psychiatric complications. For 
example, α−synucleinopathies such as dementia with Lewy bodies and Parkinson disease dementia are 
frequently associated with autonomic dysfunction (leading to orthostasis, constipation, bladder 
dysfunction, erectile dysfunction, or hyperhydrosis), REM sleep behavior disorder, depression, or anxiety. 
Addressing these symptoms is important in caring for these patients.58  

Lifestyle interventions 
Lifestyle changes that can provide psychological, physical, and cognitive benefits include getting regular 
exercise, stimulating cognitive activities, engaging in social activities, and eating a healthy diet. In making 
lifestyle recommendations to patients and caregivers, consider that apathy and anxiety about reduced 
functionality are common and may lead to resistance about making lifestyle changes. Goals should be 
realistic, adaptable, and pleasurable (or at least not negative) for the patient. Using structured 
environments, such as scheduled group activities, may improve compliance and provide the additional 
benefit of social interaction. Establishing a regular routine including a consistent schedule for eating, 
taking medications, exercising, sleep, chores, hobbies, social activities, and other pleasurable activities 
can reduce the complexity and effort supporting desired behaviors.  

Exercise  
Exercise may improve physical functioning in patients with dementia and reduce problems related to 
agitation, wandering, and insomnia, although randomized trials are small (n = 20-40), of low quality, and 
with substantial heterogeneity between studies.59-62 A 24-month RCT comparing a modest physical 
activity program (30 min. walking, 10 min. stretching, and 10 min. lower body weights weekly) vs. talks 
about health education with 10 min. of stretching weekly showed no significant benefit.63  
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Table 6: Results of RCT of physical activity on cognition63 

Outcome Physical activity Health education Odds ratio  p-value 

 # / total % # / total % (95% CI)  

Mild cognitive impairment 70/686 10.2 62/682 9.1 1.14 (0.79-1.62) 0.48 

Dementia 28/743 3.8 29/747 3.9 0.96 (0.57-1.63) 0.88 

Mild cognitive impairment 
or dementia 

98/743 13.2 91/747 12.1 1.08 (0.80-1.46) 0.61 

Diet 
Adherence to a Mediterranean−type diet may be associated with slower cognitive decline in people 
diagnosed with MCI. These findings, however, are often based on observational studies.64-66 An example 
is a retrospective study of 482 patients with MCI followed for a mean of 4.3 years by Scarmeas et al., 
which found that patients with the highest level of adherence to a Mediterranean diet had a 48% lower 
risk of developing AD in the study period than those with the lowest level of dietary adherence.64 

In a more methodologically rigorous trial of 447 cognitively healthy people who were randomized to three 
dietary groups (Mediterranean diet plus olive oil; Mediterranean diet plus nuts; and a control diet) with a 
median follow-up of 4.1 years, there were improvements in memory and frontal cognition in the two 
intervention groups compared to declines in cognitive functioning in the control group.67 

Figure 8: Improvements in cognition with Mediterranean diet67 

 
Given the relatively low risk of harm and its proven benefit for cardiovascular outcomes, it may be 
reasonable to prescribe a Mediterranean diet, which emphasizes vegetables, fruits, whole grains, and 
fish, while limiting foods containing trans−fats, cholesterol, added sugars, and salt.  
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Cognitive interventions 
A range of interventions that purport to preserve or improve cognitive functioning in patients with MCI or 
dementia have been tested in trials and studies, with generally weak results.68,69 A review of 15 RCTs of 
cognitive stimulation in patients with mild-to-moderate dementia found only minimal effects.70 The 
commercial online “brain training” program Lumosity has not been rigorously studied. Most data are from 
small studies with short interventions and follow-up periods, and the data deal with reaction times or 
some kinds of visual “memory” rather than the types of memory typically impaired in patients with 
dementia.71-73 Cognitive training is unlikely to be useful on its own, and should be used in tandem with 
other lifestyle changes to bolster cognition - such as dietary or exercise interventions. 

BOTTOM LINE: Despite limited evidence for their efficacy, non−drug cognitive interventions are 
increasingly used to help preserve autonomy and quality of life for people with MCI and dementia. 
A wide range of strategies and techniques exist, all of which pose low, if any, risks, and may 
provide psychological benefits by empowering patients to actively combat the effects of illness. A 
Mediterranean diet has been shown in a randomized controlled trial to reduce the onset of 
cognitive decline. These are options to be explored based on availability, patient preference, and 
suitability for the patient’s level of cognition. 

Pharmacological interventions 
Because not enough is known about the underlying causes and mechanisms of AD and related disorders, 
the medications available to treat it are of limited efficacy. Two drug classes are FDA-approved to treat 
dementia−related cognitive dysfunction: cholinesterase inhibitors (e.g., donepezil, galantamine, 
rivastigmine) and N−methyl−D−aspartate (NMDA) receptor antagonist memantine. A product combining 
memantine and donepezil is also available. These drugs do not alter the underlying pathology of 
dementia, and clinical trials indicate that on average they confer only modest symptomatic benefits in 
cognitive performance and functional status.44  

Although generally well−tolerated, some carry a significant risk of side effects (reviewed below). In light of 
these issues, some medical groups, such as the French Pharmacoeconomic Committee, no longer 
recommend the use of these drugs, while other groups (e.g., the British National Health Service’s NICE) 
urge caution and recommend they only be prescribed by neurologists or physicians with specific expertise 
in dementia.43,74 We recommend that physicians offer a trial of these medications only after careful 
consideration of potential benefits vs. risks (such as their common side effects) within the context of the 
patient’s goal, with a plan in place for monitoring both response and side effects, and for consideration of 
suspending therapy if no ongoing benefit is evident.  

When interpreting the evidence related to drugs approved for dementia, it is critical to keep in mind that 
these drugs were approved based on often-modest changes in test scores, rather than measures of 
patient functioning or quality of life. Table 7 summarizes the tests most commonly-used in clinical trials of 
dementia drugs and the score changes that are considered to be clinically important. 
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Table 7: Common tests and minimal clinically important scores 

 Scale Range Direction Minimal clinically 
important 
difference 

Cognition MMSE 0-30 Higher is better ≥3 

ADAS-Cog 0-70 Lower is better ≥4 

SIB 0-100 Higher is better ≥7 

Global CIBIC-plus 1-7 Lower is better ≥1 

Behavior NPI 0-144 Lower is better ≥4 

Cholinesterase inhibitors 
The cholinesterase inhibitors donepezil (Aricept), galantamine (Razadyne), and rivastigmine (Exelon) 
increase activity of the neurotransmitter acetylcholine in the central nervous system by inhibiting 
cholinesterase at the synaptic cleft. Acetylcholine is important for memory and attention, and AD is 
associated with degeneration of cell populations in the basal forebrain that provide cholinergic projections 
to widespread areas of the cerebral cortex.75 However, attempts to address this underlying 
pathophysiology have not translated well to clinical benefit. 

Most trials of cholinesterase inhibitors are short-term (6 months or less) and in community−dwelling 
patients with mild to moderate AD dementia, and produced clinically marginal effects on cognitive function 
and global functional status.76-78 This benefit, when it occurs, is often manifested by a small reduction in 
the rate of cognitive decline, rather than its reversal. There is no evidence of increasing benefits with 
longer duration of therapy. For example, one of the few long-term studies was the AD2000 study of 565 
community-dwelling patients with mild-to-moderate AD followed for 3 years, which showed benefits in 
cognitive function and functional status “below minimally relevant thresholds” at 2 years (Figure 9) and no 
difference in nursing home admission at 3 years.79 

Figure 9: Modest improvements of MMSE score disappears within 12 months79 
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Cholinesterase inhibitors in MCI 
A 2012 Cochrane Review of 9 studies of cholinesterase inhibitors in patients with MCI found no significant 
differences in cognitive test scores, no differences in Activities of Daily Living (ADL), and only weak 
evidence for a slowing in the progression to dementia over a 3-year period.80 

Cholinesterase inhibitors in AD 
Systematic reviews of RCTs of cholinesterase inhibitors in patients with AD yield only modest results of 
questionable clinical significance:81 

• Mean difference in ADAS-Cog: -2.37 points (range: 0-70, clinically important difference ≥4) 
• Mean difference in MMSE: 1.37 points (range: 0-30, clinically important difference ≥3) 
• Mean difference in ADL: 2.40 points (range: 0-100) 

 
A few studies in community-dwelling patients or nursing home residents with severe AD showed some 
modest benefit in cognitive function and functional status.82-86 However, the practical value of such 
modest benefits may be limited in these patients and should be weighed against the risk of side effects. 
Response to treatment can vary substantially. Up to half of patients receiving cholinesterase inhibitors 
show no discernible benefit and only a small minority of patients, estimated as 1 in 5, show a strong 
benefit (e.g., 7 or more points on the ADAS−cog or 3 or more points on MMSE, equivalent to stemming a 
year or more of natural cognitive decline).87,88  

Figure 10: Improvement in MMSE scores, donepezil vs. placebo79 

 

A randomized double-blind study (n = 1467) by Farlow, et al., examined the effect of increasing the dose 
of donepezil from 10 to 23 mg/d in patients with moderate to severe AD.89 The results showed a 
statistically significant, yet clinically modest, impact on the Severe Impairment Battery (SIB) cognitive 
function score after 24 weeks (SIB score greater with donepezil 23 mg/day than with donepezil 10 
mg/day: +2.6 [0.58] vs +0.4 [0.66], respectively; p<0.001).89 

Few studies have compared cholinesterase inhibitors head−to−head; those that have do not suggest 
superior efficacy for any one over the others.81  

Cholinesterase inhibitors have been studied in patients with other types of dementia, with results as 
modest or equivocal as those seen in studies in patients with AD: 
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• Lewy Body dementia: some evidence to support use of donepezil90,91 
• Parkinson’s disease dementia: limited clinical improvement from rivastigmine92 (rivastigmine has 

a specific approval for PDD93) 
• Vascular dementia: possible improvement in cognition94,95 
• Frontotemporal dementia: no convincing evidence of benefit96 

 
It can be difficult to determine whether a patient who initially responds to treatment is continuing to benefit 
as time passes and cognition worsens, because one does not know what the patient's course would have 
been in the absence of treatment. In light of the weak evidence base, clinical judgment combined with 
caregiver and family preferences must be used to determine how long patients should be treated with 
these agents.97  

Safety 
Medications with anticholinergic activity may reduce the efficacy of the cholinesterase inhibitors and can 
also cause delirium in patients receiving such treatment.98 These drugs include antihistamines, tricyclic 
antidepressants, antipsychotics, and drugs used for urinary incontinence, such as oxybutynin, tolterodine, 
and solifenacin. These medications may reduce or negate any beneficial effect on cognition by 
cholinesterase inhibitors.99 

The most common adverse effects of cholinesterase inhibitors are gastrointestinal, and include anorexia, 
nausea, vomiting, and diarrhea.100 These drugs can also cause dizziness, hypertension, syncope, 
bradycardia, QT interval prolongation, arrhythmia, angina pectoris and heart block.99 Meta−analyses 
suggest that the frequency of dizziness with cholinesterase inhibitors is 10% (8% with donepezil, 10% 
with galantamine, and 22% with oral rivastigmine).101 Cholinesterase inhibitors are associated with 53% 
increase in the risk of syncope, but not with falls, fractures, or accidental injury compared with placebo.102 
In clinical trials, 29% of patients stopped therapy due to adverse effects.103 Donepezil may cause fewer 
adverse effects than oral rivastigmine.81  

Doses of cholinesterase inhibitors should be started low, and slowly up-titrated to minimize adverse 
effects.87 Transdermal administration of rivastigmine appears to improve GI tolerability compared to oral 
rivastigmine. 

Dosing  
Table 8 shows recommended dosing of the cholinesterase inhibitors. Standard maintenance doses are 
10-23 mg/day for donepezil, 16-24 mg/day for galantamine, and 9.5 mg/day for transdermal rivastigmine. 
Because differential doses of the same drug have rarely been studied head−to−head, it is not clear 
whether doses lower than these standard maintenance doses have similar efficacy. Patients with severe 
AD may achieve incremental cognitive benefits from doses higher than 10 mg/day but are also more likely 
to experience side effects.89 
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Table 8: Dosing of cholinesterase inhibitors 
Drug Starting dose Titration 
donepezil104 
(Aricept) 

5 mg once daily Increase to 10 mg once daily after 4−6 weeks according 
to response. Further increases in increments of 5 mg to 
maximum dose of 23 mg/day may be considered in 
selected patients with marked improvement on lower 
doses. 

galantamine105 
(Razadyne) 

4 mg orally 
(immediate−release) 
twice daily 
 
8 mg orally 
(extended−release) 
once daily 

Increase by 8 mg/day (given in 2 divided doses) every 4 
weeks according to response, maximum 24 mg/day 
 
 
Increase by 8 mg/day every 4 weeks, maximum 24 
mg/day 

rivastigmine93 
(Exelon)−oral 
 
rivastigmine93 
(Exelon) 
− transdermal 

1.5 mg orally twice daily 
 

 
 
4.6 mg/24 hour patch 
once daily 

Increase by 3 mg/day (given in 2 divided doses) every 2 
weeks according to response, maximum 12 mg/day 
 
Increase to 9.5 mg/24 hour patch once daily after 4 weeks 
according to response; starting dose varies if switching 
from oral to transdermal therapy. 13.3 mg/24 hour patch 
may be considered in selected patients with marked 
improvement on lower doses. 

NMDA antagonist (memantine) 
Memantine (Namenda) is a non−competitive NMDA receptor antagonist. By inhibiting the NMDA receptor, 
memantine may reduce glutamate−mediated excitotoxicity and thus improve the functioning of 
neurons.106  

Clinical trials studies suggest small cognitive benefits from memantine in patients with moderate to severe 
AD dementia, but not mild AD dementia.107-109 Most studies are short-term and were conducted in patients 
with moderate to severe AD. Some studies show a modest, short-term benefit in terms of cognitive 
function and functional status.109,107,86 A few studies in patients with mild AD did not show consistent 
benefits.109,110 No evidence supports the use of memantine for other types of dementia, although it may 
be an option for patients with mixed dementia.90,111 

Memantine has been well−tolerated in clinical trials.112 Most studies found the overall incidence of 
adverse effects and dropout rates due to adverse effects to be similar to that of placebo.112 Common 
adverse effects are agitation, urinary incontinence, urinary tract infection, insomnia, and diarrhea.107 A 
meta-analysis showed that memantine was not associated with increased risk of falls, syncope, fractures, 
or accidental injury compared with placebo.102  
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Figure 11: Modest treatment effect of memantine in moderate-severe AD107 

 

Dosing 
The standard dose of memantine is 20 mg/day (immediate release formulation), and dosages of 
immediate release memantine above 20 mg/day have not been studied. An extended release formulation 
is available in daily doses of up to 28mg/day.  

Table 9: Dosing of memantine 
Drug Starting dose Titration 
memantine 
(Namenda) 

5 mg once daily113 
 

 
 
7 mg once daily114 
(extended−release) 

Increase by 5 mg/day every week to a target dose of 10 
mg twice daily; give bid if dose >5 mg per day 
 
Increase by 7 mg/day every week to a target dose of 
21−28 mg/daily 

Dual therapy with memantine and a cholinesterase inhibitor 
The effect of adding memantine to a cholinesterase inhibitor in patients with moderate to severe AD 
remains unclear. Trials comparing dual therapy with monotherapy with either type of drug have produced 
variable results.115-117 A 24-week trial in patients with moderate to severe AD already taking donepezil 
found small improvement from adding memantine compared to placebo on measures of cognition, 
activities of daily living, global outcome, and behavior.116 Another 52-week study in patients with moderate 
to severe AD dementia found no additional benefit from combination therapy, and patients demonstrated 
similar benefits from donepezil or memantine.86 This suggests that adding memantine to stable 
cholinesterase inhibitor therapy may offer time-limited, modest benefit in patients with moderate to severe 
disease. However, in patients with mild to moderate AD on a stable dose of cholinesterase inhibitor, there 
was no difference in outcome in subjects in whom memantine vs. placebo was added.115  
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Table 10: Dosing of the combination of memantine and donepezil 
Drug Starting dose Titration 
memantine / 
donepezil 
(Namzaric)118 

Patients stable on 
donepezil 10 mg:  
7 mg/10 mg once daily 
in the evening 
 
Patients stable on 
donepezil 10 mg and 
memantine 10 mg twice 
daily or 28 mg daily: 
28 mg/10 mg once daily 
in the evening  

Increase the memantine component by 7 mg/day, no 
more frequently than weekly to a target dose of 28 mg/10 
mg once daily 
 
 
No titration required; patients initiated on maximum dose.  

Prices of drugs to manage dementia 
Based on the World Health Organization Defined Daily Doses (DDD), the price of cholinesterase 
inhibitors, memantine or the combination of donepezil and memantine are summarized below, as of 
February 2017. 

Figure 12: Costs of a 30-day supply of medications for dementia 

 
Prices from goodrx.com based on World Health Organization Defined Daily Dose (WHO DDD). Accessed February 2017.
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Other pharmacological therapies in dementia 
A number of other therapies have been suggested for cognitive impairment in dementia. There is 
insufficient evidence to recommend any of them.  

Table 11: Other treatments proposed for cognitive impairment 

Therapy Evidence 

Vitamin E 

Trials investigating vitamin E in MCI and AD dementia have been mixed, with some 
studies suggesting that vitamin E 2000 IU/day confers a minimal benefit in delaying 
functional progression in mild to moderate AD dementia, and other studies suggesting no 
benefit at this dose in MCI or at a dose of 800 IU/day in mild to moderate AD 
dementia.119,120,121,122  

HMG−CoA 
reductase 
inhibitors 
(statins) 

There is insufficient evidence to recommend statins for reducing the risk of, or for the 
treatment of, dementia (including AD). Two large studies in patients with mild to moderate 
AD dementia suggested no benefit.123,124 

Estrogen  
 

A Cochrane review concluded that there is no evidence that estrogen maintains or 
improves cognitive function in women who already have Alzheimer’s disease.125 The 
Women’s Health Initiative Memory study found that conjugated equine estrogen (with or 
without progesterone) in postmenopausal women aged ≥65 years did not improve global 
cognitive function, or decrease the risk of MCI or dementia, and may actually adversely 
affect these outcomes.126-129 

NSAIDs  

NSAIDs and aspirin cannot be recommended for the prevention or treatment of 
Alzheimer’s disease. Multiple trials in mild to moderate AD dementia have failed to 
demonstrate benefit.130 Although aspirin is widely prescribed for patients with a diagnosis 
of vascular dementia, there is no good evidence to support this practice.131  

Folic acid, 
vitamin B6 and  
vitamin B12  

Systematic reviews and RCTs have found no evidence that folic acid (with or without 
vitamin B12), vitamin B6 alone, vitamin B12 in people with low B12 levels at baseline. 
Combined treatment with folic acid, vitamin B6 and vitamin B12 has not shown beneficial 
effects on cognitive function in either healthy people, or in those with cognitive impairment 
or dementia.132-134 

Ginkgo biloba 

A 2009 Cochrane systematic review and a subsequent trial found no convincing evidence 
that ginkgo biloba has predictable and clinically significant benefit on dementia or 
cognitive function.135 A 6−year RCT with 3,069 people aged ≥75 years with normal 
cognition or MCI found no advantage of ginkgo biloba over placebo in reducing the 
incidence of Alzheimer’s disease or dementia.136  

Omega−3 fatty 
acids 

Trials of docosahexaenoic acid (DHA) and other omega−3 fatty acids in mild to moderate 
AD dementia have demonstrated no benefit.137,138  

Bottom line: Cholinesterase inhibitors (for patients with mild, moderate, or severe dementia) and 
memantine (for those with moderate or severe dementia) offer on average only modest benefit of 
equivocal clinical significance. Side effects with both drugs are common, so start with a low dose 
and titrate according to package inserts. Reassess at 3-6 months to determine if the risk-benefit 
relationship warrants continued treatment; discontinue therapy is no ongoing benefit is evident.  
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Managing the behavioral and psychological 
symptoms of dementia (BPSD) 
Dementia is often accompanied by symptoms such as yelling, physical aggression, apathy, hostility, 
sexual disinhibition, defiance, wandering, psychotic symptoms (hallucinations or delusions), emotional 
lability, and paranoid behavior.139,140 Up to 80% of patients with dementia have such behavioral and 
psychological symptoms of dementia (BPSD) at some point during their illness.141 The prevalence of 
BPSD in community-dwelling patients with dementia is estimated at 60%, with higher rates (50%−80%) 
among residents of care facilities.142-143 

Many medications have been prescribed to help manage real or perceived behavior problems in elderly 
patients; these include antidepressants, benzodiazepines, and antipsychotic medications (APMs). Since 
at least the 1980s, however, the widespread use of APMs to manage behavior problems has been 
questioned because of evidence that APMs offer minimal benefits as chronic treatment for behavioral 
problems, while posing significant risks including extrapyramidal symptoms, metabolic derangements, 
cardiac events, pneumonia, stroke, and death.144-148 Non−drug strategies can often effectively address 
many behavioral issues with far fewer risks than drugs. In specific acute clinical circumstances, APMs 
may have a limited role, but such instances are far less common than would justify the current high levels 
of use.  

BPSD overview 
BPSD can range from behaviors that are merely annoying to those that endanger the patient and/or 
others. Apathy, depression, and aggression are the most common features, followed (in descending 
order) by sleep disturbances, anxiety, delusions, and hallucinations.149-151 The symptoms with the greatest 
potential for harm are aggression, psychosis, and mood disorders.152 (Note: the term “agitation,” while 
occasionally used to describe some of these symptoms, is non-specific and is rarely helpful in creating a 
treatment plan, and the term “psychosis” should not be seen as parallel to the symptoms of 
schizophrenia, which can appropriately be managed with antipsychotic medications.) This entire set of 
symptoms is often used as a single primary outcome measure in clinical trials. As a result, the efficacy of 
therapies for specific symptoms can be difficult to determine.152 

Some BPSD symptoms fluctuate over the course of dementia, while others are more persistent. One 
study of patients with mild AD found that wandering and purposeless/inappropriate activities persisted or 
increased in severity over 2 years in about 85% of patients who had these symptoms at baseline, while 
paranoid ideation persisted in approximately 66% of patients.151 Hallucinations and depressive symptoms 
were the least persistent symptoms: less than half of the patients with depressive symptoms still had the 
symptoms one year later. Depressive symptoms often occur in the early stages of dementia; as dementia 
progresses, other behavioral and psychological symptoms are likely to predominate. 

Acute vs. non−acute BPSD 
Management of BPSD should be based on the characteristics and severity of the symptoms. Therefore, it 
is helpful to differentiate between two broad classes of BPSD: acute and non−acute. People with acute 
BPSD are in severe distress, may pose an imminent danger to themselves or others, or have severely 
disruptive or dangerous behaviors. People with non−acute BPSD do not have symptoms that rise to this 
level of an emergency situation. Instead, their symptoms may be inconvenient or annoying, may disrupt 
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their functioning, or otherwise may erode quality of life. Non−acute BPSD calls for a different clinical and 
behavioral approach than acute BPSD, using a different range and ordering of therapeutic options (Figure 
13). APMs may sometimes be needed for management of crises caused by acute BPSD but are seldom 
appropriate for the ongoing management of non−acute BPSD.  

Figure 13: Algorithm for managing behavior problems in older patients153,154 

When a patient presents with BPSD, the first course of action should be to perform a comprehensive 
assessment of the symptom(s), considering the "ABCs": 

• Antecedents: what are the triggers for the behavior(s)? 
• Behavior: which behavior, or behaviors, are appropriate targets for intervention? 
• Consequences: what are the consequences of the behavior(s) for the patient and others? 

 
If a patient with acute BPSD is in severe distress or poses a danger to themselves or others, both 
pharmacologic and non−pharmacologic strategies may be required (see section on pharmacologic 
strategies below). For patients with non−acute BPSD, a more measured approach can be taken, with 
input solicited from family members, caregivers, and/or nurses. Understanding the antecedents and 
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specific behaviors a patient may be experiencing may reveal simple and effective interventions. Complex 
management strategies and interventions may not be required. 

The assessment of a new-onset behavioral symptom in an older patient with cognitive impairment must 
start with an assessment of potentially reversible causes of the behavior (Figure 14).  

Figure 14: Clinical, psychological, and environmental causes of BPSD are often reversible 

Identifying potentially reversible triggers can be challenging if the patient's cognitive impairment is severe. 
Family and caregivers may be able to help by describing the patient’s routine and normal level of 
functioning.  

Adverse drug effects are one of the most common reversible conditions in geriatric medicine, and many 
medications routinely used by older adults can cause or worsen behavioral and psychological problems. 
For example, anticholinergic agents used for a variety of indications can increase the risk of visual 
hallucinations, agitation, irritability, delirium, and aggressiveness. Psychotropics, such as 
benzodiazepines, can impair cognition, be disinhibiting, and may contribute to gait instability and falls. 
Identifying possible drug-related triggers for BPSD presents an opportunity to effect a cure by stopping 
the offending drug or lowering the dose. This has led to the recommendation that “any new symptom in 
an older patient should be considered a possible drug side effect until proven otherwise.”155  
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BOTTOM LINE: Manage BPSD based on the characteristics and severity of the symptoms. People 
with acute BPSD are in severe distress, pose an imminent danger to themselves or others, or have 
severely disruptive or dangerous behaviors. People with non−acute BPSD do not pose an 
emergency situation, though their symptoms may be inconvenient, may disrupt their functioning, 
or otherwise may erode quality of life. Non−acute BPSD calls for a different clinical and behavioral 
approach than acute BPSD, using a different range or ordering of therapeutic options. APMs may 
sometimes be needed for management of crises caused by acute BPSD, but are seldom, if ever, 
appropriate for the ongoing management of non−acute BPSD.  

Non−drug management strategies  
Non−drug management of BPSD can produce similar outcomes, in a much shorter time, and at less risk, 
than drug treatment and are thus the first choice for managing behavior problems.156 Although some 
studies of non−drug interventions are relatively small, un−controlled, or non−randomized, the evidence 
supporting the efficacy of non-pharmacological interventions is broad. In part, the weakness of non-drug 
studies may reflect the relative lack of research funding for non−drug vs. pharmacologic interventions. In 
addition, many of the methodologies used in drug testing (e.g., double blinding and random assignment) 
are not possible in studies that test the efficacy of non−drug interventions. Many trials also use 
combinations of specific strategies, which can make it difficult to assess the quality of evidence for 
individual non−pharmacological interventions. 

Effect sizes in studies of non−pharmacologic interventions tend to be modest, although the same is true 
for effect sizes generally found in studies of the efficacy of APMs. Sometimes effect sizes for 
non−pharmacologic interventions are higher than those typical of drug studies. For example, a meta-
analysis of 13 non−drug interventions for BPSD by Brodaty et al., found a pooled-estimate standardized 
effect size of 0.34 (95% CI: 0.04-0.26; p=0.006).156 This compares with a net effect size of 0.13 from a 
2007 meta−analysis of studies comparing atypical APMs to placebo, and an effect size of 0.18 in a 2006 
meta−analysis of APMs in the treatment of BPSD.157,158  

Figure 15: Comparison of effect sizes for non-drug and drug interventions for BPSD156-158 
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Non−pharmacological interventions can target patients themselves, or those who care for them. Both 
types of interventions may reduce the incidence of BPSD and/or reduce caregiver burden. Interventions 
generally fall into 3 broad categories: 

1. Unmet needs interventions assume that BPSD may sometimes represent a form of 
communication about an underlying need, such as for stimulation (e.g., repetitive speech or 
calling out as an expression of a need for auditory stimulation). Symptoms may also be a 
response to inadequately treated pain, or isolation. 

2. Learning and behavioral interventions address the possibility that BPSD may be the product of 
unintentional reinforcement (e.g., a patient with dementia learns that he or she can get attention 
by screaming). 

3. Environmental vulnerability and reduced stress-threshold interventions assume that some 
behavior problems result from a mismatch between the person’s environment and their abilities to 
cope with the situation (e.g., a resident becomes agitated by too much noise). 

Behaviors likely to respond to non−pharmacological interventions include: aggression, disruption, 
shadowing, depression, and repetitive behaviors. Non−pharmacologic interventions should be matched to 
the specific needs and capabilities of the patient, and they can be used concurrently with any medications 
that might be employed.159,160  
 
As disease progresses, patients with AD and related dementia experience more BPSD and greater 
difficulty communicating with others. The Alzheimer’s Association’s Caregiver Center website provides 
several useful tips for the patients and caregivers to improve communication and reduce BPSD. For links 
to this and other caregiver resources, visit AlosaHealth.org/ElderAbuse. 
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Table 12: Evidence supporting non−pharmacological strategies for BPSD 

Interventions supported by large, randomized or controlled clinical trials 
Staff or caregiver 
training/education 
programs 

 

• Education in geriatric psychopharmacology for nursing home staff 
with goal of avoiding unnecessary psychoactive medications161 

• Skills training for staff and/or caregivers in managing patients with 
dementia162,163 

• Planning activities with caregivers for their care recipients156 
• Modifying care recipient’s physical and social environment (e.g., 

removing clutter, removing hazards, organizing, task simplification)164 
• Education for caregivers on how to communicate and interact more 

effectively with nursing home residents with dementia165-167 

Potentially helpful interventions supported by evidence from small, uncontrolled studies 
Environmental 
modifications168,169 

 

• Support normal sleep/wake cycles 
• Structure activities to reduce boredom 
• Reduce unnecessary stimulation 
• Create home−like environment 

Music therapy170 • Receptive music therapy (listening to music by a therapist who sings 
or selects recorded music for the recipients). 

• Active music therapy (recipients engage in music-making by playing 
small instruments, with possible encouragement to improvise with 
instruments, voice, or dance. Also music therapy when doing routine 
daily care etc. 

Bright light therapy171 • Light (2500 lx) administered for 2 hours in the morning for two 10-day 
periods 

Aromatherapy172 • Use of plant and herb-based essential oils (indirect inhalation via 
room diffuser, direct inhalation, aromatherapy massage, or applying 
essential oils to the skin)  

Behavior modification173,174 
 

• Withdrawing attention for BPSD 
• Rewards (e.g., candy) for prosocial behaviors 
• Behavioral redirection 

Hearing aids175 • Evaluation of patients for hearing difficulties and 
provision/optimization of hearing aids 

Pet therapy176,177 • Several small studies suggest that the presence of a dog reduces 
aggression and agitation, as well as promoting social behavior in 
people with dementia. 

Management of physiological factors 
A number of common, though often−overlooked, physiological factors may play a primary or contributing 
role in BPSD, and these should be explored whenever possible before pharmacological interventions are 
attempted:153 

• urinary tract infections  
• pain 
• constipation 
• nocturia 
• hunger or thirst 



	 Caring for vulnerable elders | 39		

• dehydration 
• hyponatremia 
• hyper- or hypothyroidism 
• hypercalcemia 
• vitamin B12 or folic acid deficiency 

 
Dietary and eating−related issues should be carefully assessed. An inability to chew properly or swallow 
easily can increase agitation, and therefore a patient’s dental integrity, use of dentures, and swallowing 
ability should be assessed. If a patient’s appetite or cycle of hunger/satiety is not synchronized with the 
timing of meals provided, consider options to individualize the availability of food and/or food choice. 
Difficulty preparing or eating meals, confusion about mealtimes, apathy, agitation, and paranoid ideation 
about food and fluids may all contribute to weight loss, which is common in patients with dementia. 
Avoidance of alcohol and caffeine can promote good sleep hygiene and may help stabilize mood.178 

Environmental strategies 
Behavioral and psychological symptoms are often predictable responses to a wide range of factors that 
make life uncomfortable, frightening, worrisome, irritating, or boring for people with dementia. Paying 
close attention to such environmental factors, and eliminating or correcting them, should be the first 
priority for caregivers, whether in a home or an institution.153 This requires patience, diligence, and a 
willingness to see the world through the eyes and other senses of the person whose behaviors are 
difficult. Because sensory deficits are common in older adults, and because vision and hearing deficits, in 
particular, can increase fearfulness, anxiety, and agitation, any patient displaying non−acute BPSD 
should be assessed for these deficits, and, if present, they should be corrected promptly with glasses, 
improved lighting, magnifying devices, hearing aids, or other approaches. 

Other environmental factors that can worsen BPSD include: temperature (too hot or too cold), noise (in or 
outside the room or dwelling unit), lighting (too much, too little, or quality), unfamiliarity (new people, new 
furniture, new surroundings), disrupted routines, needing assistance but not knowing how to ask, being 
uncomfortable from sitting or lying in one position for too long, or inability to communicate easily because 
of language difficulties.  

Management of psychological factors 
Patients with BPSD may benefit from psychological interventions such as individual, family, or group 
psychotherapy, depending on their level of cognitive functioning. Such interventions may help patients 
understand or express their feelings, correct or address cognitive errors or maladaptive thinking patterns, 
and suggest practical steps for changing behaviors or responses to different situations. 

BOTTOM LINE: Use non−drug interventions first for managing non−acute BPSD. These should 
focus on identifying and correcting any reversible environmental, psychological, or physiological 
factors that might be causing or contributing to symptoms, and then trying any of the many 
approaches shown to be potentially helpful for addressing BPSD. 
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Pharmacologic management of behavioral and psychological 
symptoms of dementia 
The evidence base for drug treatment of BPSD is generally modest, and no medications are FDA-
approved for these indications.178-180 Without guidance from large RCTs, medication use for BPSD has 
evolved anecdotally over the years based on clinicians using many classes of medications off−label 
including pain medications, cholinesterase inhibitors, NMDA modulators, antidepressants, 
anticonvulsants, dextromethorphan-quinidine, anxiolytics, and antipsychotics. 

If BPSD are not disruptive, dangerous, or distressing to the patient or caregiver (i.e., the patient has non-
acute BPSD), medications are usually not warranted (although they may be indicated for non−BPSD 
symptoms, e.g., depression, anxiety, or psychosis). If a medication must be used, it is critical to focus on 
one or more specific target symptoms. This kind of focus can provide a clear basis for ongoing monitoring 
and symptoms re−evaluation. 

Pharmacologic interventions are generally not warranted to address behaviors such as: 

• wandering 
• unsociability 
• poor self-care 
• restlessness 
• nervousness 
• fidgeting 
• hoarding 
• sexual disinhibition 
• sundowning (increased confusion and restlessness in early evening) 
• shadowing (constantly following or mimicking caregivers) 
• uncooperativeness without aggressive behavior 
• inattention or indifference to surroundings 

 
Given the inherent difficulty of determining efficacy if multiple medications are used to address a given 
condition, any therapeutic trial of a medication for BPSD should be completed with a single medication. If 
the single medication works poorly in addressing the target symptom(s), the medication should be 
discontinued, after an adequate trial period, and an alternative medication should be initiated. Assess 
suboptimal responses to determine whether the partial effect was due to developments other than the 
medication (e.g., a change in clinical status); do not automatically assume that the medication should be 
continued and/or another medication added for additional effect. Before any medication is administered, 
inform patients (as feasible), family members, and/or caregivers of the possible risks of pharmacotherapy.  

Psychotropic medications traditionally used for BPSD may cause a variety of serious adverse effects 
including confusion, falls, fractures, delirium, and over−sedation. Elderly patients are particularly 
vulnerable to injury from psychotropic medications because of slower metabolic clearance, increased 
CNS receptor sensitivity, and reduced physiologic reserve. In older patients, start with low doses of the 
medications and titrate to a minimal effective dose to reduce the likelihood of adverse events. This 
recommendation holds most directly for non−acute BPSD but should influence choices in acute BPSD as 
well.  

After starting a medication, monitor patients closely for both adverse effects and drug-drug interactions. If 
a medication is successful in addressing a specific target symptom, reassess the patient regularly and 
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adjust doses accordingly. BPSD symptoms are subject to remission on their own, and patients may not 
need these medications for long periods, even if improvement is seen.  

Pain medications 
Randomized controlled trials have shown that daily pain assessment and a step-wise approach to use of 
acetaminophen, morphine, buprenorphine transdermal patch, or pregabalin reduced BPSD in patients 
with moderate to severe dementia in nursing homes.181,182 Although such trials have not been conducted 
in community-dwelling patients with dementia, the results in nursing homes suggest that assessing and 
properly treating pain in older adults with dementia is an important part of managing BPSD. A study by 
Husebo et al. of 352 nursing home residents cluster-randomized to a stepwise pain treatment protocol 
reduced agitation by 17% compared to controls, with no difference in functional status and cognition, over 
an 8-week trial.181 

Figure 16: Effect of pain treatment on BPSD181 

 

Cholinesterase inhibitors and memantine 
Although some studies of cholinesterase inhibitors and memantine have found small, statistically 
significant beneficial effects on BPSD as measured by the Neuropsychiatric Inventory (NPI) and other 
scales, the clinical significance of these changes is unclear. A 2006 Cochrane systematic review found 
that treatment of mild, moderate, or severe AD with a cholinesterase inhibitor for 6 months produced a 
small, statistically significant improvement in the NPI (-2.44 points), but, again, the clinical relevance of 
these results is questionable.103 A subsequent meta−analysis found that the benefit in BPSD was mainly 
for patients with mild AD (NPI: -1.92 points vs. -0.06 points in severe AD).183 An updated 2015 review 
found a small improvement in NPI scores, but also significantly increased study drop-out due to adverse 
effects.184 In patients with mild to moderate vascular dementia, cholinesterase inhibitors showed no 
behavioral or functional benefits, except for a minimal difference on the Alzheimer's Disease Functional 
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Assessment and Change Scale.185 Rivastigmine may modestly improve BPSD (in particular visual 
hallucinations) in patients with DLB.186  

The situation for memantine is similar. A 2008 post-hoc pooled analysis of 6 RCTs of patients with 
moderate to severe AD found small but statistically significant beneficial effects of memantine on the NPI 
in treatment and prevention of symptoms such as delusions, hallucinations, disinhibition, irritability, 
agitation, and aggression.187 Another pooled analysis of 3 RCTs showed similar results.188 However, 
these effects were not considered clinically meaningful in their magnitude.189  

If the patient is going to receive a trial of a cholinesterase inhibitor or memantine for cognitive impairment, 
whenever possible wait to see if this will be helpful for the BPSD before starting another medication. 

BOTTOM LINE: Cholinesterase inhibitors and memantine can be a reasonable option for patients 
with mild to severe AD and BPSD, but results when they occur are usually modest. 

Antidepressants 
Up to 40% of patients with dementia have significant depressive symptoms at some stage of their illness, 
and some of the symptoms related to depression (e.g., irritability, sleep disturbances) overlap with those 
of BPSD.178 Alleviating depression in patients with dementia has been reported to lessen behavior 
disturbances, improve activities of daily living, and reduce caregiver distress, although study results are 
mixed and effect sizes are small.142 Even in dementia patients without depression, a growing evidence 
base finds antidepressants helpful for BPSD.180 Antidepressants, therefore, may be a reasonable choice 
for treating symptoms of non-acute BPSD. Among the classes of antidepressants, the SSRIs have been 
the most widely studied. Compared to other medication treatments, they have relatively favorable risk and 
side effect profiles.190  

A Cochrane review of antidepressants for BPSD found modest evidence for efficacy and tolerability with 
certain agents.191 In two studies, the SSRIs sertraline and citalopram reduced symptoms of agitation 
when compared to placebo. A study by Porsteinsson et al. randomized 186 patients with AD and 
significant agitation to citalopram 30 mg or placebo for 9 weeks. 40% of patients on citalopram had 
improved scores on the ADCS-CGIC scale compared to 26% of patients on placebo (Figure 17). 
Weighing against this improvement were a modest impairment of cognition in the citalopram group (-1.05 
points on MMSE; p=0.03) and QT prolongation (18.1 msec; p=0.01).192 
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Figure 17: Citalopram for non-acute BPSD192 

 
Sertraline and citalopram appear to be tolerated reasonably well when compared to placebo or 
antipsychotics191 (but see below concerning citalopram’s cardiac effects). Another review assessed 19 
trials of antidepressants (including eleven trials with SSRIs and three trials with trazodone) for the 
treatment of BPSD. Effectiveness was demonstrated in 11 of the 19 trials and these agents were 
well−tolerated in 14 of the trials.180 A 12−week randomized controlled trial in non-depressed patients with 
dementia showed that the SSRI citalopram was as effective as the antipsychotic risperidone in 
decreasing “psychosis” and agitation, with a better side effect profile.193  

Citalopram now carries a warning about QTc prolongation; the maximum dose recommended was 
reduced to 40 mg (20 mg in the elderly).194 However, its S-isomer, escitalopram, did not produce this 
abnormality and is therefore the preferred form of this drug. 

A Cochrane review of 2 small trials of trazodone found that it was not more effective compared with 
placebo in controlling BPSD.195 Another randomized controlled trial compared the SSRI fluvoxamine and 
risperidone (n=60).196 The medications were equally effective but the side effects were less severe with 
fluvoxamine; there was one sudden death on risperidone, probably due to a myocardial infarction.  

It may be prudent to consider one or two antidepressant trials for non−acute BPSD, even in the absence 
of overt symptoms of depression, before proceeding to other medication options.  

In using these drugs, it is important to be alert to the possibility of SSRI−induced Syndrome of 
Inappropriate Antidiuretic Hormone Secretion (SIADH) leading to hyponatremia, which is more common in 
elderly patients, especially those taking a thiazide diuretic.197,198 SSRIs can also increase the risk of GI 
bleeding in patients with other risk factors.199 Finally, SSRIs (along with other classes of antidepressants) 
can significantly raise the risk of falling and resulting risk of fracture.200 

BOTTOM LINE: The antidepressants escitalopram and sertraline appear to provide the most 
favorable risk-benefit profile for addressing non−acute BPSD, with or without depression. One or 
two trials of these medications should be the first−line approach after all non−drug strategies 
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have been tried. Before prescribing an SSRI for BPSD, rule out hyponatremia, review medications, 
and check for a history of GI bleeding.  

Dextromethophan-quinidine (Nuedexta)  
Nuedexta is a patented combination of two old components: (1) dextromethorphan (DM), the d-isomer of 
a semisynthetic morphine derivative that crosses the blood-brain barrier; it may reduce agitation by 
modulating several neurotransmitters, including serotonin and glutamate, and (2) quinidine (Q), an 
antiarrhythmic that can cause potentially dangerous Q-T prolongation. The quinidine component of 
Nuedexta is used to increase plasma levels of dextromethorphan (~20 fold increase), by competitively 
inhibiting CYP2D6 enzymes. (Note: DM-Q is not FDA-approved for the treatment of BPSD.) 

Efficacy 
The combination of DM and quinidine was approved by the FDA for the treatment of pseudobulbar affect, 
a rare neurological condition characterized by involuntary, sudden, and frequent episodes of laughing or 
crying. Anecdotal evidence and limited trial data led to its assessment for the management of agitation 
associated with AD. In an industry-sponsored phase II randomized trial, Cummings et al. studied the 
effect of this combination on agitation in adults with AD aged 50-90 years old.201 The mean age of study 
participants was 78, and 88% lived in outpatient settings, with only 5% in nursing homes. About half of 
patients were taking stable doses of dementia drugs, or other psychoactive medications, including 
antidepressants.  

This double-blind trial randomized 220 patients to receive DM-Q or placebo. The primary outcome 
measure was the change from baseline score on the Neuropsychiatric Inventory (NPI), 
Agitation/Aggression domain. 194 patients completed the study (88%). In the primary analysis patients 
randomized to DM-Q had reductions of 1.5 to 1.8 on the 12-point NPI agitation/aggression score 
(p<0.001). The effects on secondary endpoints were mixed. Some measures (e.g., NPI total score and 
ADCS clinical global impression of change score for agitation) supported the effects seen in the primary 
endpoint. However, the drug combination did not significantly improve a quality of life scale (p=0.16), 
activities of daily living (p=0.16) or the MMSE score (p=0.05). 

Safety 
Both components in this drug carry the risk of important drug-drug interactions: DM taken with any one of 
several antidepressants can cause a life-threatening serotonergic syndrome. Even when used alone, 5-
10% of Caucasians are poor DM metabolizers and can unexpectedly develop severe side effects from 
routine doses of the drug.202 Quinidine, if taken with one of scores of medications that also prolong the Q-
T interval, can produce dangerous and potentially fatal arrhythmias. 

In the Cummings study, there was a substantially higher rate of side effects with DM-Q compared to 
placebo. Overall, 61% of the DM-Q patients had side effects with 8% having serious side effects, 
compared to 43% and 5% of controls, respectively. In the DM-Q group, serious side effects included 
femoral fracture (two), myocardial infarction, and stroke. During the trial, 5% of patients assigned to DM-Q 
dropped out of the study because of serious side effects, compared to 3% of controls. One common 
adverse event was falling, which occurred in 9% of DM-Q patients vs. 4% of those given placebo. Other 
common side effects that occurred more often in the DM-Q group were diarrhea, urinary tract infection 
and dizziness. This brief study was not able to address the longer-term risk of having patients take 
medications with these substantial side effect profiles for prolonged periods of time. 
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BOTTOM LINE: It is not clear whether DM-Q provides a reduction in agitation in non-
institutionalized older adults that is of enough clinical significance to offset its risk of adverse 
events such as falls, fractures, diarrhea, UTI, dizziness, arrhythmia. The benefit vs. harm ratio 
should be considered before initiation, and patients should be carefully monitored if this 
combination is used. 

 

Benzodiazepines and similar drugs  
Avoid the long-term use of benzodiazepines and similar−acting medications, (e.g., zolpidem) in the 
treatment of both acute and non−acute BPSD, because the risks of these agents often outweigh their 
benefits in patients over 60.203 They can cause or exacerbate a range of problems including:203,204  

• cognitive impairment  
• rebound insomnia (i.e., if taken as needed, patients sleep worse on the nights that they omit it 

than if they had taken placebo)205  
• falls  
• accidents  
• paradoxical agitation 
• physical dependence with regular use206 
• aspiration and its consequences 
• death.207 
 

A low-dose short-acting benzodiazepine can be considered for specific anxiety-provoking activities (e.g., 
bathing). 

BOTTOM LINE: Avoid benzodiazepines and related drugs for patients with both acute and 
non−acute BPSD, because the risk of falls and cognitive impairment usually outweighs their 
benefits. Use of a short−acting benzodiazepine may be warranted for occasional episodes of 
acute anxiety. 

Antipsychotic medications 
APMs should be avoided in patients with non−acute BPSD until other medications have been tried. They 
have minimal efficacy for the symptoms typical of non-acute BPSD and have a relatively high risk of side 
effects, including stroke and death.  
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Figure 18: Meta-analysis of 15 RCTs shows atypical APMs increase mortality risk at 12 weeks144 

 

No APMs are approved in the U.S. for BPSD, despite at least 17 randomized controlled trials, most of 
them unpublished, that sought evidence of effectiveness for this indication.157 Meta-analyses of these 
studies has indicated limited efficacy and significant potential for harm from side effects.208 Thus, although 
APMs may help control the acute symptoms of BPSD in certain patients because of their capacity to 
sedate patients, they must always be used carefully and with informed consent.  

Reserve the use of an APM for the situations listed below, using it simultaneously with behavioral 
treatments and only if potentially reversible or remediable causes have been ruled out: 

• physically aggressive or violent behavior that poses a danger to the patient or others 
• hallucinations or delusions that are distressing to the patient, lead to dangerous behavior, or 

significantly impair normal functioning 
 

If an APM is necessary, first try oral medication if the patient will accept it. Aripiprazole and risperidone 
may provide modest benefit, but other APMs have questionable benefits and/or even greater risks (see 
Appendix 4 for a table of key characteristics of APMs typically considered for BPSD). If IM medication is 
required, the first choice is aripiprazole and the second choice is olanzapine. Treatment may be repeated 
once or twice in 30 to 60 minutes if necessary in an acute situation.  

Conventional antipsychotics 
Reviews and meta-analyses of clinical trials involving conventional antipsychotics (e.g., haloperidol, 
thioridazine, and chlorpromazine) in the management of BPSD found modest improvement in aggression 
over 3-8 weeks of treatment compared to placebo, perhaps because of their sedating effect.97,149,189,209 No 
consistent evidence shows that any one conventional antipsychotic is more effective than another,189 and 
there are insufficient data to draw conclusions about the efficacy of conventional vs. atypical 
antipsychotics for BPSD.210  

Discontinuation rates due to adverse effects were significantly higher with conventional antipsychotics 
than with placebo,189 and the troublesome adverse effects associated with conventional antipsychotics 
(e.g., extrapyramidal side effects) limit the usefulness of these agents. Stroke risk also may be higher with 
conventional antipsychotics compared to newer, “atypical” antipsychotics.211 Importantly, recent studies 
show that haloperidol use is associated with a 50-100% higher risk of death compared to other 
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antipsychotics.148 Chlorpromazine is no longer recommended for intramuscular treatment in emergencies 
with aggressive psychotic patients due to its risk of inducing severe hypotension.212  

Atypical antipsychotics 
The evidence base for the effectiveness of atypical antipsychotics for BPSD is generally weak, but at 
least some degree of confidence in efficacy exists for aripiprazole (Abilify) and risperidone (Risperdal), 
whereas olanzapine (Zyprexa) and quetiapine (Seroquel) were not found effective in meta-analyses of 
their various published and unpublished trials.103,213,157 In England, risperidone is approved for the 
management of BPSD. None of the other APMs are approved there and, as noted, none are approved in 
the U.S.  

The Clinical Antipsychotic Trials of Intervention Effectiveness-Alzheimer's Disease (CATIE-AD) study 
compared the effect of atypical antipsychotic drugs (olanzapine, risperidone, or quetiapine-considered 
together as a group) versus placebo in 421 outpatients with AD on psychiatric and behavioral symptoms, 
functional abilities, cognition, care needs, and quality of life over 12 weeks.150 There were no significant 
antipsychotic - placebo group differences on measures of cognition, functional skills, care needs, or 
quality of life, except for worsening of functional skills in the olanzapine treatment group compared to 
placebo.150 

Risperidone 
The evidence for the efficacy of risperidone in patients with BPSD rests on studies showing small but 
statistically significant effect sizes on symptom rating scales. The clinical value of such results, however, 
is debatable, especially in light of the drug’s risks.157 In patients who responded to treatment, 
improvement tended to occur within the first 2 to 4 weeks. Increased attention to the patients, non-
pharmacologic interventions, and symptom fluctuation may have contributed to the improvements 
seen.157  

A 2006 Cochrane review found significant improvement in aggression and symptoms of psychosis in 
Alzheimer’s disease patients treated with risperidone (2 mg) compared with placebo.103 Risperidone- 
treated patients, however, had a significantly higher incidence of serious adverse cerebrovascular events 
(including stroke), extra-pyramidal side effects, and other important adverse outcomes than placebo, 
which was reflected in the significant drop-out rate among risperidone-treated patients.103 One review 
found that risperidone caused more strokes than olanzapine,214 but a more recent study found no 
difference,215 and another review found lower association with all-cause risk of death with risperidone.144 
Another advantage for risperidone over olanzapine is in the impact on cognition: olanzapine worsens it 
slightly, probably due to its anticholinergic effects, compared with risperidone. 

In the CATIE-AD study, patients given risperidone showed greater improvement relative to patients on 
placebo in hostile suspiciousness and psychosis.150 There were no significant differences between 
risperidone and placebo on cognition, functioning, care needs, or quality of life.  

A double-blind comparison of olanzapine versus risperidone in the acute treatment of dementia-related 
behavioral disturbances in extended care facilities showed that both drugs produced significant 
reductions in CGI and NPI scores (p <0.0001), and there was no significant difference between drugs.216 
The mean daily doses were: olanzapine 6.65 mg/day; risperidone 1.47 mg/day. The positive drug effect 
was not accompanied by decreased mobility, and there was improvement on a quality-of-life measure. 
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The chief adverse events were drowsiness and falls. At baseline, 42% (16/38) of subjects in both groups 
had extrapyramidal symptoms that increased slightly, but not significantly, by the end of the study.216  

Aripiprazole 
In a meta-analysis, aripiprazole showed small but statistically significant positive effects on symptom 
rating scales.157 In one study in patients with AD, aripiprazole (10 mg/day) significantly reduced 
“psychosis symptoms” compared to placebo.213 Side effects with aripiprazole are not statistically different 
from those of more established APMs.157 

Olanzapine 
In a meta-analysis, no efficacy was observed for olanzapine using standard rating scales of BPSD.157 A 
2006 Cochrane review, however, found a statistically significant improvement in aggression with 
olanzapine treatment compared to placebo, perhaps because of its sedative properties.103 Olanzapine-
treated patients, however, had a significantly higher incidence of serious adverse cerebrovascular events 
(including stroke), extra-pyramidal side effects and other important adverse outcomes than placebo.103  

In the CATIE-AD Effectiveness Trial, patients on olanzapine demonstrated no difference from placebo on 
the primary outcome measure of time to discontinuation of treatment for any reason. However, 
olanzapine showed greater improvement relative to placebo on the NPI total score and the Brief 
Psychiatric Rating Scale (BPRS) ‘hostile suspiciousness’ factor.150 There was worsening on the BPRS 
withdrawn depression factor and on functioning in activities of daily living. There were no significant 
differences between olanzapine and placebo on cognition, care needs, or quality of life.150 

Quetiapine  
Insufficient evidence exists on which to base any recommendations for the use of quetiapine in patients 
with BPSD. In the CATIE-AD Effectiveness Trial, patients on quetiapine did not show significant 
improvements compared to placebo on most symptom outcome measures (NPI total score, the Clinical 
Global Impression of Changes, the BPRS hostile suspiciousness factor, and the BPRS psychosis 
factor).150 The limited quetiapine impact on symptoms may have been due to the relatively low dose of 
quetiapine prescribed (final dose mean 57 mg). Sedation, however, occurred in this group at rates 
comparable to olanzapine and risperidone.150 In another study, quetiapine significantly improved agitation 
at a dose of 200 mg/day compared to placebo, but not at lower doses. This is, however, a fairly high dose 
for this drug in this indication.217 Of note, in 2011 the FDA required a new package insert warning for 
quetiapine regarding QTc prolongation, stipulating that it should not be combined with 12 listed drugs with 
known QTc problems (amiodarone, ciprofloxacin etc.).218 When possible, obtain an EKG before starting 
any antipsychotic medication. 

The lack of adequate efficacy and the potential adverse effects of quetiapine make it a poor choice for the 
treatment of most patients with emergent or non-emergent BPSD.219 It is possible, however, that it could 
have a role when it is desirable to use medication with low affinity for the dopamine receptor, such as in 
patients with Parkinson’s disease dementia (PDD).  

Withdrawal of antipsychotics  
Antipsychotics should be tapered slowly to minimize the risk of a withdrawal syndrome (unless significant 
adverse effects or a drug interaction necessitates abrupt cessation). A reduction in antipsychotic dose by 
25−50% every 2 weeks and ceasing after 2 weeks on the minimum dose is generally recommended. 
Close attention should be paid to behavior in response to reducing doses, since, as previously noted, a 
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2012 study of patients with AD showed an increases risk of relapse of “psychosis” and agitation when 
risperidone was discontinued.179 

Sub-population considerations 
Patients with severe liver disease may be considered for the use of paliperidone (Invega), which is the 
active metabolite of risperidone and is primarily renally excreted. The starting dose would be 1.5 mg and 
typical dose 3-6 mg/day with a maximum dose of 3 mg/day for patients with severe renal impairment. 

Patients with Parkinson’s Disease Dementia (PDD) and dementia with Lewy bodies (DLB) have an 
increased risk of extrapyramidal side effects and neuroleptic sensitivity reactions. As a result, 
antipsychotics, and particularly risperidone, should be avoided in these patients.189 DLB patients may be 
sensitive to adverse effects from non-antipsychotic medications as well: uncontrolled studies suggest 
gabapentin is poorly tolerated.220 A case report suggests possible efficacy of low-dose clozapine for 
psychosis in DLB, and open trials indicate safety for treatment of psychosis in DLB and PDD with 
quetiapine.221 Randomized controlled trials indicate that quetiapine is less effective than clozapine against 
psychotic symptoms in both conditions, although about as safe as other APMs.221 Cholinesterase 
inhibitors, especially rivastigmine, are a therapeutic alternative for treating both psychotic and cognitive 
symptoms in both conditions.221 

Steps for responsible APM prescribing if these agents are required (e.g., for acute PBSD) 
1. Identify and document the behavior being targeted. 

2. Start a trial of APM for a limited duration (e.g., 7 days). 

3. Start at the lowest dose and gradually titrate to response while monitoring side effects. 

 

4. Evaluate the effect on the targeted behavior and discontinue if efficacy is weak or side effects are 
problematic. 

5. Attempt gradual dose reduction while monitoring for recurrence of BPSD symptoms. 

 

BOTTOM LINE: Because of their significant risks (including death) and weak evidence base for 
efficacy, APMs should be used only rarely and with considerable caution for non−acute BPSD. 
APMs may be required to control acute BPSD episodes of aggression or psychotic symptoms. 
The best evidence of efficacy is for aripiprazole and risperidone, depending on the symptom 
being targeted. None are FDA-approved for this indication, and the benefits of treating the 
symptom should outweigh the well-established risks, including mortality.  
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Medications with limited evidence of efficacy for BPSD  
The anticonvulsants gababentin and carbamazepine have been studied in uncontrolled case series or 
time−limited trials in patients with BPSD. Results are mixed.220,222,223 These agents might be considered 
at a low dose and in a time-limited trial for dementia-related agitation/aggression if other interventions 
have been exhausted, with close monitoring for response, adverse effects, and drug interactions.97,224  

Prazosin (Minipress, Vasoflex, others) is an alpha-1 receptor antagonist used primarily in the treatment of 
benign prostatic hypertrophy. This class of drugs might have some role in BPSD, especially to reduce 
agitation and aggression in some patients with dementia. A small (n=22) placebo-controlled 8−week 
study of prazosin found that patients in the treatment group had significantly more improvement on two 
agitation rating scales, with no differences between the groups in blood pressure or adverse events (at a 
mean dose of 6 mg).225 This study needs replication with larger samples of patients. 

Patients with aggressive sexual disinhibition, in whom medical and medication causes have been ruled 
out, might be appropriate candidates for treatment with an SSRI antidepressant (first choice), or anti-
androgens, luteinizing hormone-releasing hormone (LHRH) agonists, or estrogen, since these agents 
have some support from case studies and case reviews.226,227 

Some studies suggest a relationship between decline of melatonin function and the symptoms of 
dementia. A Cochrane review of three randomized controlled trials of melatonin therapy found little benefit 
in the scores on tests of cognition, although some improvement was seen in behavioral and affective 
symptoms at a dose of 2.5 mg/day.228  

BOTTOM LINE: Anticonvulsants, prazosin, melatonin, and anti−androgens or other hormonal 
agents have only limited evidence of efficacy for BPSD and are not recommended as first−line 
agents. 
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Caregiver support 
At least 15 million family members and friends provide unpaid care for people with AD or another 
dementia in the United States.229 The effectiveness of long−term management of patients with dementia 
is largely dependent on theses caregivers; as such, it is important for primary care physicians to assess 
the role and needs of the caregiver and be prepared to offer support and referral to other professionals, 
organizations, or resources that may help them remain healthy. 

Figure 19: Community caregiver tasks229 

 

Caring for a person with AD can be very demanding, and such caregivers are at increased risk for 
depression and illness.230 In a study of 254 caregivers of patients with AD, 85% reported some degree of 
depression, and 84% felt that caring for the elder was a burden.20 These factors can increase the 
chances that an elder will be abused. 

In a study of 220 caregivers of community-dwelling older adults, a range of negative or abusive behaviors 
were self-reported. 
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Figure 20: Self-reported caregiver behaviors231 

 

Ideally, caregivers would receive assistance in caregiving, periodic assessment of their own health and 
welfare, support from family and friends, and respite care. Teaching caregivers how to change or modify 
their interactions with the patient has been reported to be effective.232,233 For example, caregivers can be 
taught communication skills such as: not interrupting, allowing time for responses, minimizing distractions, 
speaking slowly, and avoiding talking about the patient as though he or she is not present. Programs of 
counseling and support for caregivers have also been shown to substantially increase the time spousal 
caregivers were able to care for AD patients at home.233 Patients whose spouses received the 
intervention had 28% reduction in the rate of nursing home placement compared with usual care controls, 
with a difference in time to placement of an impressive 557 days.233 

Caregivers need to understand that nursing home placement or extensive in−home services might be 
needed at some point and that this should not be considered a failure on their part.234 Discussing the 
benefits and disadvantages of institutional care with caregivers can be challenging, particularly in cases in 
which the patient has previously expressed a desire to avoid such care. It can be helpful to remind 
caregivers that earlier comments may have been made without a full appreciation of the current 
circumstances and that expectations almost always change with chronic illnesses.235 Stressed or 
“burned−out” caregivers cannot provide the best care, and strategies to avoid this situation are in the 
patient’s best interest.  

It is also important to help caregivers understand that just because a person’s declarative memory is 
failing, his or her emotional responsiveness and memory may be intact.236 Recent research suggests that 
people with even severe declarative or short−term memory loss continue to feel the emotions of an event 
even after they have forgotten the event itself.236 They may continue to feel sad from an upsetting event, 
for example, or feel happy after a positive event. Thus, a visit or telephone call from a family member 
might have a lingering positive influence on a patient’s mood even if the patient quickly forgets the visit or 
call. 
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BOTTOM LINE: Caring for a person with dementia is demanding and raises the risk for physical 
and mental disorders in caregivers. Family and other caregivers need support and attention from 
primary care providers and social workers to maintain their own health and to be able to continue 
caring for the person with dementia.  

Conclusions 
Elder abuse is a common, under-appreciated problem, and older adults with dementia are at particularly 
high risk. Primary care practitioners can play an important role by recognizing and identifying elder abuse, 
treating or guiding treatment for dementia if it is present, becoming familiar with local resources for 
intervention, and referring patients or coordinating care when needed. 

Successful interventions in elder abuse typically require an interdisciplinary, ongoing, community-based 
program of management and support. If dementia is present, the physician or team managing the patient 
can counsel and educate the patient and caregivers to reduce stress and anxiety, optimize safety and 
quality of life, and address exacerbating factors such as concurrent medical conditions and adverse drug 
effects that can worsen the underlying cognitive decline. 

In managing patients with dementia, a range of non−drug strategies exist for improving quality of life for 
both patients and their caregivers, and these should be fully explored given their lack of adverse effects. If 
medications are indicated, cholinesterase inhibitors and memantine can sometimes provide modest 
benefit in cognitive and behavioral symptoms of dementia, but they can also frequently cause side 
effects. In managing BPSD, non-pharmacological therapy should be considered first, as pharmacological 
therapies for BPSD have limited efficacy and, often, significant risks. Hence they should be used 
cautiously, with therapeutic trials being time−limited and guided by regular assessment of response.  
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Resources 
 
Alzheimer’s Association 
Alz.org 
 
Eldercare Locator 
1-800-677-1116 
www.eldercare.gov 

National Center on Elder Abuse 
1-855-500-3537  
https://ncea.acl.gov 
 
National Adult Protective Services Association 
1-217-523-4431 
www.napsa-now.org 
 
National Domestic Violence Hotline 
1-800-799-7233 (toll-free, 24/7) 
www.thehotline.org/get-help 

National Institute on Aging Information Center 
1-800-222-2225 (toll-free) 
www.nia.nih.gov 

National Library of Medicine 
MedlinePlus: Elder Abuse 
www.medlineplus.gov/elderabuse.html 

U.S. Department of Justice 
1-202-514-2000 
www.justice.gov/elderjustice/victims-families-caregivers 
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Appendix 1: The Mini−Cog Test 

The Mini−Cog Test uses a 3-item recall test to assess memory and the clock drawing test.237 It is a 
non−specific test designed to quickly screen for gross abnormalities and a trigger for further evaluation. 
This test may be too simple to monitor treatment response. 

	

Ask patient to repeat and remember 3 items (e.g., ball, car, man).

Clock drawing test (CDT)

“This is a clock face. Please put  
in the numbers and hands to show 
10 minutes after 11 o’clock.”

Ask patient to recall the 3 items above.

SCORING
3 recalled words Negative for cognitive impairment
1-2 recalled words + normal CDT Negative for cognitive impairment 
1-2 recalled words + abnormal CDT Positive for cognitive impairment
0 recalled words Positive for cognitive impairment

Impairment in the clock drawing test or item recall  
test warrants more detailed assessment with the  

Mini-Mental States Exam (MMSE) or another instrument.



	56 | Caring for vulnerable elders 	

Appendix 2: AD8 screening tool 
Remember, “Yes, a change” indicates that there has 
been a change in the last several years caused by 
cognitive (thinking and memory) problems. 

YES,  

A change 

NO, 

No change 

N/A, 

Don’t know 

1. Problems with judgment (e.g., problems making 
decisions, bad financial decisions, problems with thinking) 

   

2. Less interest in hobbies/activities    

3. Repeats the same things over and over (questions, 
stories, or statements) 

   

4. Trouble learning how to use a tool, appliance, or 
gadget (e.g., VCR, computer, microwave, remote control) 

   

5. Forgets correct month or year    

6. Trouble handling complicated financial affairs (e.g., 
balancing checkbook, income taxes, paying bills) 

   

7. Trouble remembering appointments    

8. Daily problems with thinking and/or memory    

TOTAL AD8 SCORE  
	

Scoring Guidelines 
A spontaneous self−correction is allowed for all responses without counting as an error. 

The questions are given to the respondent on a clipboard for self-administration or can be read aloud to 
the respondent either in person or over the phone. It is preferable to administer the AD8 to an informant, if 
available. If an informant is not available, the AD8 may be administered to the patient.  

When administered to an informant, specifically ask the respondent to rate changes in the patient.  

When administered to the patient, specifically ask the patient to rate changes in his/her ability for each of 
the items.  

If read aloud to the respondent, it is important for the clinician to carefully read the phrase as worded and 
give emphasis to note changes due to cognitive problems (not physical problems). There should be a one 
second delay between individual items. 

No timeframe for change is required.  

The final score is a sum of the number items marked “Yes, A change”. 
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Interpretation of the AD8  
A screening test in itself is insufficient to diagnose dementia. The AD8 is, however, quite sensitive for 
detecting early cognitive changes associated with many common dementias including Alzheimer disease, 
vascular dementia, Lewy body dementia and frontotemporal dementia. Scores in the impaired range (see 
below) indicate a need for further assessment. Scores in the “normal” range suggest that a dementing 
disorder is unlikely, but a very early disease process cannot be ruled out. More advanced assessment 
may be warranted in cases where other objective evidence of impairment exists. Based on clinical 
research findings from 995 individuals included in the development and validation samples, the following 
cut points are provided: 

• 0 - 1: Normal cognition 
• 2 or greater: Cognitive impairment is likely 

present 

Administered to either the informant (preferable) or 
the patient, the AD8 has the following properties: 

• Sensitivity >84% 
• Specificity >80% 
• Positive Predictive Value >85% 
• Negative Predictive Value >70% 
• Area under the Curve: 0.908; 95%CI: 

0.888−0.925 

 
Reprinted with permission. Copyright 2005. The AD8: The Washington University Dementia Screening Test (“The Eight−item 
Interview to Differentiate Aging and Dementia”) is a copyrighted instrument of Washington University, St. Louis, Missouri. All Rights 
Reserved. 
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Appendix 3. Roadmap for managing dementia  
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Appendix 4: Key characteristics of 2nd-generation APMs 

Drug Half life  
(oral, in hours) 

Routes Weight 
Gain 

Diabetes 
Risk 

Dyslipidemia QT 
prolonging 

CYP3A4 
Metab. 

Sedation 

aripiprazole 
(Abilify) 

75 – 95 Oral  
IM  

Low to 
none 

None None Yes Yes Low 

asenapine 
(Saphris) 

24  Oral Low  Low to none Low to none Yes Yes (minor) Low to 
moderate 

brexpiprazole 
(Rexulti) 

91 Oral Moderate Low Low Yes (minor) Yes Low 

cariprazine 
(Vraylar) 

48 - 96 Oral Moderate Low None Yes (minor) Yes Low 

clozapine 
(Clozaril) 

4 – 12  Oral  High High High Yes Yes High 

iloperidone 
(Fanapt) 

18 – 33  Oral Moderate Low Low Yes Yes Low 

lurasidone 
(Latuda) 

18  Oral Low Low Low to none Yes Yes Moderate 

olanzapine 
(Zyprexa) 

30  Oral  
IM  

High High High Yes 

(minor) 

No Moderate 

paliperidone 
(Invega) 

23  Oral 
IM 

Low Low None Yes Yes (minor) Low 

quetiapine 
(Seroquel) 

3 – 4  Oral  Moderate Moderate Moderate Yes Yes Moderate 

risperidone 
(Risperdal) 

20 – 24  Oral  
IM  

Moderate Moderate Low Yes No Low 

ziprasidone 
(Geodon) 

6  Oral 
IM  

Low to 
none 

None None Yes Yes Low 
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Appendix 5: Routine assessment for side effects 
in patients prescribed ANY antipsychotics 

 

What to assess baseline 4 weeks 8 weeks 12 weeks annually

Metabolic effects

Weight (BMI) X X X X

Waist circumference X X

Blood pressure X X X

Fasting plasma glucose,  
or A1c

X X X

Fasting lipid profile X X X

CBC, urea, and electrolytes X X

Neurologic effects

Extrapyramidal symptoms every assessment

Sedation every assessment

Cardiovascular effects

QTc prolongation X with addition of  other QT prolonging drugs

Orthostatic hypotension X every assessment

Anticholinergic effects

Constipation, blurred vision, 
dry mouth, sedation,  
urinary retention

every assessment
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