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For physicians and caregivers, patients with Alzheimer’s disease present a nar rative 
challenge. Theirs is not an orderly linear plot but a storyline disrupted by memory gaps, 
repetition, and the fading of the boundaries between past and present. Learning to “read” 
their untraditional narratives and finding ways to reconnect them to the world are acts 
of compassion by physicians and caregivers that can help delay and mitigate the pain of 
this vanishing act.

But we are the sum of all the moments of our lives—
—Thomas Wolfe
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Upon completion of the article, readers should be able to:
•  

• Give examples of the community resources available to the patient 

• Recognize the importance of monitoring for behavioral problems 
and summarize the non-pharmacological and pharmacological 

A public health crisis
Better understanding and meeting the needs of patients with 
Alzheimer’s disease (AD) and their caregivers is increasingly a 

AD, the most common cause of dementia in those 65 and older, 
and that number is expected to triple by 2050 due to the aging 
population.1 Health, long-term, and hospice care for patients with 
dementia due to AD or other causes cost the nation $226 billion in 
2015.1 In addition, more than 15 million Americans provided almost 18 
billion hours of informal (i.e., unpaid) care for patients with AD, at an 
estimated value of $218 billion.1 It is feared that the projected increase 
in AD prevalence would overwhelm Medicare/Medicaid, the health 
care system, caregivers, and nursing homes. For these reasons, the 
Centers for Disease Control and Prevention have declared the rising 
prevalence of AD to be a public health crisis.

Knowing the enemy
Although most AD develops late in life (i.e., late-onset AD), with 

aging. Whereas some slowing of mental processes is expected with 
the natural aging process, AD is a neurodegenerative disease that 
leads to gradual but irreversible cognitive and functional decline as it 
disables and destroys neurons and other brain tissue. The neurons of 
patients with AD do not function properly due to the accumulation 

in the axons’ microtubules. Changes in the brain’s white matter, the 
myelin sheath that covers the axons and helps them conduct mes-
sages more effectively, could also be implicated.
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It is not well understood what causes these changes in brain cells 
and tissue, but it is thought that genetic, environmental, and lifestyle 
factors all have a role to play. For example, patients who carry a copy 
of the APOE- 4 allele, which is thought to promote amyloid plaque 
formation, are at an increased risk of late-onset AD but not all go on 

exercise and a healthy diet2 as well as better sleep, less stress, and 
increased social interaction may decrease the risk of developing AD 
or improve cognitive symptoms in those with the disease. 

Detrimental changes to the brain are thought to begin a decade 
-

clinical” stage may represent the best opportunity for therapeutic 
intervention. A number of monoclonal antibodies targeting amyloid 
plaque formation are in clinical trials. Although phase 3 trials of a 
number of these agents (e.g., bapineuzumab3 and solanezumab4) 
yielded disappointing results in mild to moderate AD in 2014 and 
2015, post hoc analysis of the results suggested that the agents could 

of the disease,5 and most new trials of these and other anti-amyloid 
monoclonal antibodies are focused on demonstrating such a signal. 

There is a great deal of optimism about the preventive promise 
of these amyloid-targeting monoclonal antibodies, and intensive 

imaging biomarkers of preclinical AD so that these agents can be 
administered to the appropriate patients. 

For example, amyloid scans, a form of positron emission 
tomography in which small molecules capable of binding to amyloid 
plaques are injected before imaging, hold promise for identifying 
patients at risk of developing the amyloid plaques that are one of 
the hallmarks of AD. Although these scans have a growing role in 
identifying appropriate participants for AD clinical trials and may be 
useful when there is considerable diagnostic uncertainty, they are 
not currently recommended for widespread clinical use and, with 
few exceptions, are not reimbursed by the Centers for Medicare & 
Medicaid Services.

While excitement is growing over the development of amy-
loid biomarkers and targeted anti-amyloid therapies, it should 
be remembered that amyloid plaques are only one piece of the 
Alzheimer’s puzzle. As such, agents solely targeting them may be 

diseases, a combination regimen may be required to target not only 
amyloid but also tau as well as the white matter changes associated 
with the disease. 

Responding to the crisis 

to this public health crisis, as most patients with memory concerns 
consult with their PCP. Primary care physicians, however, are already 
overwhelmed trying to manage complex diseases such as hyperten-
sion, diabetes, and heart disease within the context of the typical 

unrecognized in primary care.6

Early detection of dementia due to AD in a primary care setting 

may stabilize the disease for a time and also the targeted therapies 
that are nearing the clinic. It also opens the door to much-needed 
educational and support services for patients and their caregivers and 
provides patients time to plan for their future care, put their affairs in 

strong relationship to develop between the PCP, the patient, and the 
family, one that will enable them as a team to meet challenges, such 
as the behavioral problems that can develop in late-stage disease, 
while maintaining a good quality of life for patients and caregivers 
and delaying institutionalization. 
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Early detection
Primary care physicians now have the tools they need to detect cogni-
tive decline early. In 2011, as part of the Affordable Care Act, Medicare 
began paying for annual wellness examinations that include cognitive 
assessment for patients 65 and older.6 The Alzheimer’s Association has 
developed a toolkit for conducting the cognitive assessment during the 
annual wellness examination (
cognitive-tests-patient-assessment.asp#alzheimers_screening), with 
a detailed algorithm illustrating when these assessments should be 
administered and which clinical decisions need to be made based 
on their results ( -
rithm_webA.pdf). It recommends three screening tools—the Memory 
Impairment Screen (MIS), the General Practitioner Assessment of 
Cognition (GPCOG), and the Mini-Cog—because, among other 

validated in a primary care setting, and can be used without copyright 
concerns for clinical care.6 These tools are easy to administer and an 
assessment can be performed by medical staff as well as by physicians. 
For the three-minute Mini-Cog, for example, the patient is asked to 
remember three words in order, and then, as a distractor, told to draw a 

recall the three words. For the clock drawing, “10 after 11” is often used 
because correctly drawing the clock hands as facing 11 and 2 requires 
several cognitive steps that can be challenging for people with AD. If 
the results from this or another screen arouse concern, the PCP can 
perform a full dementia evaluation or refer to a behavioral neurologist 
or other dementia specialist for further assessment before communicat-
ing concerns to the patient. 

The Alzheimer’s Association provides many resources to 
PCPs to help them identify and manage patients with AD (
alz.org/hcps), including a checklist of ten warning signs for AD 
(  
and a new app that offers not only an interactive form of the cog-
nitive assessment algorithm but also both physician and patient 
educational resources about AD, diagnostic tools, and information 
about the latest AD trials. 

One additional resource for early detection is the patient’s family 
or caregiver. The early symptoms of AD can be subtle, noticeable 
by those who know the patient well but not evident to a physician in 

cognitive decline. Family members may feel frustrated, and the 
diagnosis may be delayed, if their concerns go unheeded because 
patients display their best behavior for the PCP. Family members may 
be hesitant to mention evidence of cognitive decline in the presence 

of the patient, so PCPs who suspect memory or other cognitive prob-

the family member separately, perhaps using an informant screening 
tool that is meant to distinguish between normal aging and AD 
( ).

Diagnostic assessment 
It is helpful to order laboratory tests to identify thyroid problems and 
B12 -
lems and to obtain magnetic resonance imaging (MRI) to look for 
evidence of vascular disease or damage due to compromised blood 

7 Having these results in hand, the PCP or specialist 
is much better equipped to interpret information gleaned from a 
detailed patient history and thorough physical, cognitive, functional, 
and neuropsychological assessments of the patient. 

For example, vascular dementia would be more likely in patients 

one side, suggesting damage to one of the cerebral hemispheres. A 
smoking history also increases risk—a 2010 study that showed that a 
large cohort of people who smoked heavily in middle age doubled 
their risk of developing vascular dementia or AD later in life.8 Tremor 
or rigidity would suggest dementia due to Parkinson’s. 

Family and medication histories are also crucial. Having a family 
member with AD increases the patient’s risk of developing the 
disease. A careful inventory of the patient’s current medications 
could reveal a pharmacological cause of cognitive decline. For 

as diphenhydramine (oral) and other medications on the Beers list 
(updated in 2015) can make elderly patients more forgetful and can 
have especially negative effects on patients with AD. 

Useful information about the patient’s cognitive capacities can 
be gleaned by asking whether he or she is repeating questions 
often, misplacing items, struggling to think of words, or getting lost 
in familiar settings. If these answers elicit concern, a more compre-
hensive cognitive assessment using tools such as the Mini-Mental 
State Examination or the Montreal Cognitive Assessment (MoCA) 
should be performed. The Mini-Mental is widely used and helpful for 
detecting established dementia, whereas MoCA is more sensitive 
and better able to detect very early signs of the problem. The patient 
should also be screened for depression, which can be comorbid with 
AD, especially in its early stages.

It is equally important to ascertain a patient’s functional status by 
asking if he or she can perform routine tasks such as paying bills, driv-
ing a car, cooking, or managing medications. A private conversation 
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with a caregiver can provide additional information as the patient with 
AD is not always insightful about his or her condition. A patient is 
considered to have dementia when he or she can no longer perform 
tasks that are required for independent living. 

A neuropsychological assessment can also provide clues on the 
underlying causes of dementia. For example, visual hallucinations 
occur more frequently and earlier in patients with diffuse Lewy 
body disease than patients with AD, whereas the gradual onset of 

is especially concerning for AD. As more targeted AD treatments 
become available, it will become increasingly important to exclude 
non-AD causes for dementia, since patients with those types of 

Connecting the dots 
It is estimated that only 45% of PCPs in South Carolina disclose 
a suspicion of AD or dementia to patients (Interview, Sam Wiley, 
South Carolina Chapter of the Alzheimer’s Association). Studies 
have shown that failure to disclose an AD diagnosis stems from 
uncertainty over the diagnosis and fear that either the patients will 
not be able to understand the information or, if they do, will lose 
hope and motivation.9

only post mortem
mentioned screening and diagnostic tools along with a detailed his-
tory and a careful physical examination. In contrast to physicians that 
may be hesitant to disclose a diagnosis, most patients with memory 
concerns and their caregivers prefer to be told about the disease so 
that they can plan for future care and access needed resources.10

When a diagnosis of AD is to be disclosed, the PCP should ask 
the patient to bring a family member or close friend to the visit for 
emotional support. The PCP should go over test results that led to 

family member what to expect as the disease progresses. Because 
receiving this news is highly unsettling, the PCP needs to reassure 
the patient and caregiver that the PCP will remain their champion 
and point of contact for navigating the care system and for access-
ing community resources. The PCP should also emphasize to the 
family the importance of beginning to make a long-term care plan 
for the patient and obtaining legal documents such as health care 
proxies. A follow-up visit should be scheduled within a few weeks to 
assess whether the patient and caregiver have absorbed the diagno-
sis, begun to tap into community resources, and taken the necessary 

for the patient. 

On the day of diagnosis, the PCP should provide a written list of 
organizations providing AD education and support to the patient and 
caregiver. The local chapter of the Alzheimer’s Association (alz.org/
sc/) offers classes to help patients and caregivers better understand 
the disease, including detailed information on what to expect at each 
stage of the disease and resources for providing appropriate care. In 
addition, the chapter offers a free 24/7 help line (1-800-272-3900) 
staffed by licensed social workers and counselors. They can provide 

and caregivers toward support groups, provide information on the 

for respite care, and locate nursing home beds. Safety programs are 
also available to ensure the safe return of patients who wander.  

have faced the challenges associated with caring for a patient with 
AD, such as Nancy Mace’s The 36-Hour Day: A Family Guide to Car-
ing for Persons with Alzheimer Disease–Related Dementing Illnesses, 
and Memory Loss in Later Life

Management of symptoms and behavioral problems
Although no disease-modifying therapies are currently approved for 
AD, a number of medications help mitigate some of its symptoms for 
a time. The U.S. Food and Drug Administration has approved two 
classes of drugs to treat the memory and other cognitive problems 
associated with AD. These include the cholinesterase inhibitors 
donepezil, rivastigmine, and galantamine (for all patients with AD 
and some non-AD patients as well) and the glutamate modulator 
memantine (for patients with moderate to severe disease). Meman-
tine is seldom given alone but instead combined with one of the cho-
linesterase inhibitors when monotherapy with cholinesterase inhibitors 

“cognitive boost” and can be continued long-term until patients are 
severely impaired. As with any neuroactive agent in the elderly, these 
drugs should not be terminated abruptly but tapered slowly. 

In later-stage AD, behavioral problems often develop and 
can contribute to caregiver burnout and institutionalization. It is 
important to realize that these problems can be the patient’s way of 
communicating an underlying physiological problem such as pain or 
an infection6 and that it is important to perform a thorough physical 
examination, review medications, and run laboratory tests to rule 
out such a possibility. If there is evidence of comorbid depression, a 
selective serotonin reuptake inhibitor should be prescribed as psycho-

physicians should be aware that certain antidepressants, such as 
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citalopram, can cause QT prolongation, especially at higher doses. 
Atypical antipsychotics are often used to control agitation in AD and 
are sometimes necessary when patients have psychotic symptoms, 
such as hallucinations or delusions. However, it is important to bear 
in mind that antipsychotics have a black box warning in this popula-
tion. It is best to use the lowest effective dose for the shortest time 

possible. Physicians should try non-pharmacological options, develop-
ing a treatment plan with the family to avoid behavioral triggers and 
monitor results.7 If pharmacological intervention is deemed necessary, 
anticholinesterase medications that have been approved to relieve the 
symptoms of AD should be tried before antipsychotics if possible.

Conclusion
Early detection of AD by the PCP is integral to addressing both 
the private and public faces of the crisis and tools and algorithms 
exist to make it feasible in primary care practice. New therapies are 
on the horizon that will work best if administered early. Patients and 
caregivers alike feel less marginalized and invisible when their needs 
are recognized and access to community services and resources 
provided. Learning to read the behavior of the patient with AD may 
help signal underlying physiological or environmental problems that 
can be corrected, delaying institutionalization. Ultimately, the public 
health crisis posed by AD and the immense burdens it represents for 
the nation will be averted in one primary care practice at a time, in 
individual acts of empathy and compassionate care.
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