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definitions. Because it is for planning purposes only, this protocol document is not a substitute 1 

for the complete guideline.  2 

 3 

Abbreviations: 4 

AD: Alzheimer disease; AD dementia: dementia due to Alzheimer disease changes in the brain; 5 

LBD: Lewy body disease; DLB: dementia with Lewy bodies (dementia due to LBD); FTLD: 6 

frontotemporal lobar degeneration; bvFTD: behavioral variant frontotemporal dementia 7 

(dementia due to FTLD); VCID: vascular cognitive impairment and dementia; MRI: magnetic 8 

resonance imaging; PET: positron emission topography (a specialized brain scan); CSF: 9 

cerebrospinal fluid 10 

 11 

 12 

GUIDELINE PROJECT PROTOCOL 13 

 14 

Guideline project development plan  15 

This proposed project will be developed in accordance with the processes described in the 2017 16 

edition of the AAN clinical practice guideline development process manual.1 The developers of 17 

this Guideline project intend to develop a practice guideline based on a systematic review. This 18 

protocol will be posted for public comment. Patient representatives are included on the panel.  19 

 20 

Guideline project timeline 21 

Following is the tentative timeline for development of this practice guideline based on a 22 

systematic review: 23 
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 Panel formation: August 2017 1 

 Drafting of protocol: December 2017 2 

 Approval of protocol by the AAN Guideline Development, Dissemination, and 3 

Implementation Subcommittee (GDDI): January 2018 (tentative) 4 

 Protocol posted for public comment: March 2018  5 

 Literature search: April 2018 (tentative) 6 

 Panel review of abstracts: April 2018 to May 2018 (tentative) 7 

 Review of full articles, data extraction, and development of evidence tables: June 2018 8 

to September 2018 (tentative) 9 

 Develop recommendations based on systematic review and other pillars (principles, 10 

strong related evidence from other conditions, inferences): November 2018 to April 11 

2019 (tentative) 12 

 Submit draft guideline to AAN GDDI for review and approval for public comment: 13 

April 2019 (tentative) 14 

 Post guideline for public comment: June 2019 (tentative) 15 

 Submit to AAN GDDI for review and approval of final document (Neurology will do 16 

preliminary review concurrently; when approved by GDDI, the AAN Practice 17 

Committee also will review): August 2019 (tentative) 18 

 Submission to Neurology: October 2019 (tentative) 19 

 20 

Composition of the development panel 21 

In August 2017, the AAN GDDI recruited a multidisciplinary panel consisting of 10 AAN 22 

members and 4 patient representatives to develop this Guideline project protocol. The panel 23 
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included 7 content experts (GSD, MJA, JG, WTH, ARG, DS, DTW), a methodology expert 1 

(MJA), 5 AAN GDDI members (GSD, NL, SP, ARG, KS), and 3 patient 2 

advocates/representatives (LB, MB, AH). Subsequently, an additional patient representative and 3 

content expert from the Alzheimer’s Association (MCC) was added to the panel; this panel 4 

member did not assist with development of the clinical questions, but did review the protocol. 5 

All panel members were required to submit online conflict of interest (COI) disclosure forms and 6 

their curriculum vitae copies. The panel leadership, consisting of the co-lead developers (GSD, 7 

NL),AAN GDDI leadership and AAN staff persons, reviewed the COI disclosure forms and CVs 8 

for financial and intellectual COI. These documents were screened specifically to exclude both 9 

those individuals with a clear financial conflict and those whose profession and intellectual bias 10 

would diminish the credibility of the review in the eyes of the intended users. In accordance with 11 

AAN policy, the co-lead developers (GSD, NL) have no COI relevant to the development of this 12 

Guideline. One of the development panel members was determined to have COI, but the COI 13 

was judged to be not significant enough to preclude this developer from authorship (WTH). The 14 

developer determined to have COI (WTH) will not be permitted to review or rate the evidence. 15 

This individual will be consulted in an advisory capacity to help with the validation of the key 16 

questions, the scope of the literature search, and the identification of seminal articles to validate 17 

the literature search. The panel member with COI will be allowed to participate in the 18 

recommendation development process. The co-lead developers recommended the final panel 19 

membership to the AAN GDDI leadership, who reviewed the list of members and the panel 20 

leaders’ COI forms, and provided final approval. This panel will be solely responsible for the 21 

final decisions about the design, analysis, and reporting of the proposed systematic review and 22 
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proposed subsequent practice guideline which will then be submitted for approval to the AAN 1 

GDDI.  2 

 3 

Introduction to proposed practice guideline project topic  4 

This protocol describes the planned approach for an upcoming AAN evidence-based guideline 5 

discussing the diagnosis of specific causes (i.e., etiologies) of dementia. In keeping with the 6 

AAN’s approach to public comment, the protocol was written in terms aimed at promoting 7 

feedback on the proposed plan from most individuals—whether medical professionals or lay 8 

public.  9 

Dementia (also called major neurocognitive disorder in medical terminology) is a general 10 

term used to describe diseases or disorders resulting in memory and thinking problems that are 11 

severe enough to interfere with daily life. In older adults, dementia is most often caused by brain 12 

diseases, which lead to the progressive loss of brain cells and increasing disability. To qualify for 13 

a diagnosis of dementia, memory and thinking problems must represent a decline from one’s 14 

prior level of functioning, and cannot be explained by delirium (confusion often relating to 15 

infection, or another active medical issue) or another psychiatric disorder.2,3 The earliest 16 

symptoms of dementia are often subtle: daily tasks may take more time to complete or become 17 

more difficult; a person may have more trouble multitasking, or problems may arise when a 18 

person’s routine is changed. As dementia progresses, declines in daily function become more 19 

obvious, eventually compromising performance of basic activities of daily living (e.g. dressing, 20 

bathing, eating), and resulting in increased disability and reliance on others.  21 

Prior American Academy of Neurology (AAN) guidelines focused on establishing the 22 

clinical criteria and testing necessary to detect dementia in the elderly.4,5 Although it is important 23 
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to identify patients with “dementia”, it is equally important to determine the cause (i.e., etiology) 1 

of dementia, as different causes may associate with different risk factors and outcomes, and may 2 

require different approaches to evaluation, patient and caregiver counselling, and treatment—3 

components critical to delivery of the best possible care for patients with dementia.6,7 4 

Importantly, patients and caregivers consistently indicate that they want to know the specific 5 

cause(s) of their dementia.8-10 The emphasis on determining the cause of dementia is expected to 6 

increase even more as effective treatments for specific causes of dementia become available.11  7 

The most common types of dementia in older adults include Alzheimer disease (AD) 8 

dementia (most often due to AD neuropathologic change), dementia with Lewy bodies (DLB; 9 

most often due to cortical Lewy body disease [LBD]), behavioral variant frontotemporal 10 

dementia (bvFTD; most often due to frontotemproal lobar degeneration [FTLD]), and vascular 11 

cognitive impairment and dementia (VCID; most often due to arterial or venous cererbrovascular 12 

disease), and dementia due to combinations of the above diseases. Validated criteria are available 13 

to help clinicians recognize the symptoms, signs and findings on testing that associate with a 14 

diagnosis of AD dementia,2 DLB,12 bvFTD13 and VCID.14  15 

The types of dementia are determined by clinicians after obtaining a thorough history and 16 

completing a physical examination. Tests of memory and thinking may also be used to assess 17 

how memory and thinking change across time (for example, screening tests such as the Mini-18 

Cog, Montreal Cognitive Assessment, or the Mini-Mental State Examination, or more extensive 19 

neuropsychological testing), and to help make a diagnosis. Additional tests may be ordered to 20 

ensure that dementia is not better explained by another cause, including blood tests measuring 21 

vitamin B12 and thyroid hormone levels, and brain imaging.4 However, even with a 22 

comprehensive approach, the clinical findings arising from various causes of dementia (e.g., AD, 23 
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LBD, FTLD and cerebrovascular disease) may overlap, be misinterpreted, or be altogether 1 

missed on history and examination. As a result, the most common causes of dementia are all-too-2 

often under-recognized or misdiagnosed, compromising the delivery of optimal care and 3 

research.7 4 

There is a clear need to determine the clinical tools and widely available diagnostic tests that 5 

can be used to accurately diagnose the most common causes of dementia (that is, AD, LBD, 6 

FTLD, cerebrovascular disease). The proposed guideline will consider which symptoms, signs 7 

and commonly available tests are most useful for this purpose. This guideline will also consider 8 

the prevalence of potentially modifiable diseases or disorders that are likely to worsen dementia 9 

severity or affect the quality of life of patients living with dementia: specifically, possible 10 

dementia risk factors cited in prior AAN dementia diagnosis guidelines (thyroid dysfunction, and 11 

vitamin B12 deficiency),4 mid- (hypertension, obesity, hearing loss) and late-life risk factors 12 

(smoking, depression, physical inactivity, social isolation and diabetes) identified in the recently 13 

published Lancet Commissions study,15 and related disorders likely to influence dementia risk 14 

(sleep disruptions due to obstructive sleep apnea, excessive alcohol consumption or other 15 

causes16,17). This knowledge will help clinicians to prioritize screening for these disorders in 16 

patients with dementia. The hope is that early diagnosis and management of potentially 17 

modifiable diseases or disorders will improve care and outcomes in patients with dementia. 18 

 19 

Rationale for this practice guideline 20 

The AAN practice guideline on the diagnosis of dementia was published in 19945 and updated in 21 

2001.4 These guidelines continue to be highly accessed and cited, emphasizing the relevance of 22 

this topic to clinical practice and research. In the years since the last guideline update was 23 
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published, there has been tremendous increase in public awareness concerning the frequency, 1 

costs, and negative consequences (that is, morbidity and mortality) associated with the most 2 

common causes of dementia.18 Increasing concern has fueled remarkable advances in research 3 

concerning the causes and mechanisms of dementia, leading to advances in clinical and research 4 

diagnostic criteria, biomarker1 development and application, and interventions.12,14,19-24 The 5 

purpose of this practice guideline is to systematically assess all high-quality studies that inform 6 

the etiologic diagnoses of dementia (that is, the cause(s) of dementia) in patients ≥40 years-of-7 

age, with a focus on identifying the clinical features (i.e., features determined on history and 8 

physical examination) and results of commonly-available diagnostic tests that identify patients 9 

with common causes of dementia (i.e., AD, LBD, FTLD, cerebrovascular disease).  10 

 11 

 12 

 13 

 14 

 15 

 16 

 17 

 18 

 19 

 20 

                                                            
1 A biomarker is defined by the National Institutes of Health as “A biological molecule found in 
blood, other body fluids, or tissues that is a sign of a normal or abnormal process, or of a 
condition or disease. A biomarker may be used to see how well the body responds to a treatment 
for a disease or condition. Also called molecular marker and signature molecule.”25 
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Clinical questions 1 

The systematic review for this practice guideline will address three questions. These questions 2 

are presented below in three different formats: 3 

 4 

Question 
# 

Question PICOT format Plain-language format 

1 In patients ≥40 years-of-
age with dementia, which 
clinical features, when 
present, predict the 
etiologic cause of 
dementia, and should, 
therefore, be considered 
at the time of diagnosis?

P: In patients ≥40 years-
of-age with dementia 
I: which clinical features, 
when present 
C: as opposed to when 
absent 
O: predict the etiologic 
cause of dementia?

In people over 40 years-old 
who have dementia, what 
issues (e.g. problems in daily 
life, findings on the physical 
exam) can help clinicians 
figure out the cause of 
dementia? 

2 In patients ≥40 years-of-
age with dementia, which 
widely available 
diagnostic tests can be 
used to predict the 
etiologic cause of 
dementia, and should, 
therefore, be considered 
at the time of diagnosis?  

P: In patients ≥40 years-
of-age with dementia 
I: which widely available 
diagnostic tests, when 
“positive “/abnormal 
C: as opposed to when 
“negative”/normal 
O: can accurately predict 
the etiologic cause of 
dementia?

In people over 40 years-old 
who have dementia, what 
widely available tests can help 
clinicians figure out the cause 
of dementia? 

3 In patients ≥40 years-of-
age with dementia, what 
is the prevalence of 
potentially modifiable 
diseases or disorders that 
may worsen dementia 
severity or quality of life 
of patients living with 
dementia (specifically 
thyroid dysfunction, 
vitamin B12 deficiency, 
and sleep disruption due 
to obstructive sleep apnea 
or other causes; mid-life 
hypertension, obesity and 
hearing loss; and late-life 
smoking, excessive 
alcohol consumption, 

P: In patients ≥40 years-
of-age with dementia 
I: what is the prevalence of 
potentially modifiable 
diseases or disorders that 
may worsen dementia 
severity or quality of life 
of patients living with 
dementia (specifically 
thyroid dysfunction, 
vitamin B12 deficiency, 
and sleep disruption due to 
obstructive sleep apnea or 
other causes; mid-life 
hypertension, obesity and 
hearing loss; and late-life 
smoking, excessive 
alcohol consumption,

In people over 40 years-old 
who have dementia, how 
common are problems that 
may make it harder to live 
with dementia (specifically 
low/high thyroid hormone, 
low vitamin B12, sleep 
disruption (due to problems 
breathing or other causes); 
mid-life high blood pressure, 
obesity and hearing loss; and 
late-life cigarette smoking, 
excessive alcohol 
consumption, depression, 
physical inactivity, social 
isolation and diabetes)? 
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depression, physical 
inactivity, social isolation 
and diabetes)?  

depression, physical 
inactivity, social isolation 
and diabetes)?

 1 

Further clarification of PICOT formatting is included below:  2 

Question # 

with type* 

Population Intervention Co-intervention Outcome Study design 

1 Diagnostic Patients 
≥40 y with 
dementia 

Clinical featuresa 

present 
Clinical featuresa 
absent   

Etiologic 
diagnosis of 
dementia 

Observational  
(prospective/ 
retrospective, 
cross-sectional); 
gold standard = 
pathology-
confirmed 
diagnoses 

a Will include features across the following categories:  
1. Demographics (e.g., age, sex, race, education) 
2. History (e.g., past medical history, social history, family history, medical use, symptom(s) at onset, 

current symptoms) 
3. Physical examination findings (e.g., blood pressure, BMI, findings on general examination, findings on 

neurological examination) 
Performance on bedside measures of cognitive function (e.g., MMSE, MoCA, other) 

2 Diagnostic Patients 
≥40 y with 
dementia 

Widely availableb 
diagnostic test 
positive/ abnormal 

Widely availableb 
diagnostic test 
negative/ normal 

Etiologic 
diagnosis of 
dementia 

Observational  
(prospective/ 
retrospective, 
cross-sectional); 
gold standard = 
pathology-
confirmed 
diagnoses

b “Widely available” includes tests that are accessible within the continental United States through direct (clinical) 
referral to a tertiary care center or commercial provider. “Less widely available” includes tests that are not yet 
approved for use in clinical populations (i.e., research only). 
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3a Frequency Patients 
≥40 y with 
dementia 

Number of patients 
with potentially 
modifiablec 
comorbidity  

Number of patients 
without potentially 
modifiablec 
comorbidity absent

 Class I and II 
observational 
population 
studies 
(population-
based 
prospective, 
retrospective, or 
cross-sectional 
studies)

c Potentially modifiable comorbidities will include thyroid dysfunction, vitamin B12 deficiency, and sleep disruption due to 
obstructive sleep apnea or other causes; mid-life hypertension, obesity and hearing loss; and late-life smoking, depression, 
physical inactivity, social isolation and diabetes. 

*Question type refers to one of the following: screening, diagnostic, therapeutic, prognostic, 1 

natural history, and frequency.2 
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Rationale for Clinical Questions 1 

 2 

We have prioritized questions that are relevant to the evaluation of patients diagnosed with 3 

dementia. The answers to these questions are expected to 1) define the clinical features 4 

(symptoms and signs) and widely accessible diagnostic tests that identify patients with common 5 

causes of dementia; and, 2) identify potentially modifiable medical problems (comorbidities) that 6 

are common in patients with dementia and may worsen dementia severity or the quality of life of 7 

patients living with dementia. Evidence-based recommendations derived from these questions 8 

will have immediate implications for improving the clinical assessment, diagnostic evaluation, 9 

and treatment of patients with the most common causes of dementia.  10 

This guideline will not address screening for dementia or mild cognitive impairment in the 11 

general population (considered elsewhere26,27), nor will it reconsider the validity of published 12 

criteria for the diagnosis of dementia.2,3 Additionally, whereas prior practice guidelines on the 13 

diagnosis of dementia included evidence specific to patients with rapidly progressive dementia,4 14 

the current guideline will focus on the causes (etiologic diagnoses) of more typical, gradually 15 

progressive dementing illnesses. Practice guidelines specific to the diagnosis of rapidly 16 

progressive dementia are important and necessary, but are beyond the scope of this guideline. 17 

 18 

Types of participants 19 

We will use definitions of dementia specified in individual articles, provided they conform to 20 

generally accepted definitions of dementia.2,3 We will include studies of participants with a 21 

clinical diagnosis of dementia at all stages. We acknowledge that definitions of very mild 22 

dementia and mild cognitive impairment may overlap.27,28 We will plan to include studies that 23 

include patients with very mild severity dementia, provided the diagnostic criteria establishes the 24 
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presence of cognitive impairment, which results in a meaningful impact on daily life. This 1 

guideline will focus on patients with the most common causes of dementia (i.e., AD, LBD, 2 

FTLD, cerebrovascular disease). This guideline will not include patients with less common 3 

causes of dementia, or those in whom dementia develops as a complication of a longstanding 4 

neurologic disease or process (e.g., multiple sclerosis, idiopathic Parkinson disease, Creutzfeldt-5 

Jakob disease, HIV/AIDS). While the clinical questions in this guideline are different than those 6 

in the 2001 guideline, the literature search will include studies published since the release of the 7 

2001 guideline update.4This decision reflects the development panel’s intent to more accurately 8 

reflect present day approaches to the clinical assessment and diagnostic evaluation of patients 9 

with dementia, and the application of modern diagnostic criteria. 10 

 11 

 12 

Types of “intervention” 13 

For  question 1, we will  review studies that address whether certain pieces of readily available 14 

information (clinical features) can help clinicians determine the type of dementia present. In 15 

particular, we plan to look at  1) demographics (e.g., age, sex, race, education), 2) history (e.g., 16 

past medical history, social history, family history, medication use, symptom(s) at onset, current 17 

symptoms), 3) physical examination findings (e.g., blood pressure, BMI, findings on general 18 

examination, findings on neurological examination), and 4) performance on cognitive testing that 19 

can be performed in the clinician’s office (e.g., MMSE, MoCA, other).  20 

 21 

For question 2, we will review  studies reporting on the usefulness of tests for the diagnosis of 22 

dementia that are FDA-approved for use in dementia diagnosis, and widely available throughout 23 
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the United States (directly accessible, or widely accessible via referral to tertiary care centers or 1 

commercial providers). These tests will include (but need not be limited to) commercially-2 

available blood tests, genetic tests, EEG, structural neuroimaging, polysomnography (sleep 3 

studies), FDA-approved nuclear imaging studies (including FDG-PET, SPECT, amyloid PET 4 

and dopamine transporter imaging), and CSF biomarkers. Amyloid PET imaging is currently the 5 

topic of an in-process guideline. Widely available tests will not be excluded, even if most 6 

insurers do not presently reimburse them. 7 

 8 

Finally, for question 3, we will review studies that address the frequency with which other 9 

potentially treatable medical conditions (comorbidities) are encountered in patients with 10 

dementia. This question will focus on diseases or disorders deemed likely to negatively affect 11 

dementia severity or the quality of life of patients living with dementia, including thyroid 12 

dysfunction, vitamin B12 deficiency, and sleep disruption due to obstructive sleep apnea or other 13 

causes; mid-life hypertension, obesity and hearing loss; and late-life smoking, excessive alcohol 14 

consumption, depression, physical inactivity, social isolation and diabetes. The hope is that early 15 

diagnosis and management of common comorbidities may improve the care of patients with 16 

dementia. 17 

 18 

Comparison group 19 

The comparison group for questions 1 and 2 will include patients with a diagnosis of dementia 20 

who do not have the “intervention” of interest. By way of example, for studies assessing the 21 

strength of association between a clinical symptom or sign (e.g., short-term memory loss) and a 22 
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specific cause of dementia (e.g., AD dementia), the comparison group may include patients with 1 

dementia who do not have short-term memory loss. 2 

 3 

Types of outcome measures 4 

To determine the actual cause of dementia, the guideline will preferentially use an autopsy 5 

diagnosis (histopathological examination of brain tissue establishing the etiology of dementia), 6 

recognizing that this is the most reliable way to determine the cause of dementia. When autopsy 7 

diagnosis is not available, we will consider diagnoses made using testing thought to be highly 8 

predictive of the cause of dementia as an alternate outcome (e.g., disease-specific biomarkers); 9 

such studies will be interpreted in light of the results of guideline question 2, considering the 10 

accuracy of such tests.  11 

 12 

Research Approach 13 

 Include Exclude 
Study aim Screening 

Diagnostic accuracy 
Prognostic accuracy 
Impact on quality of life

N/A 

Definition of condition 
being studied 

AD: Neuropathologic or 
biomarker diagnosis, 
according to established 
criteria (will specify criteria 
used by each study) 
 
LBD: Neuropathologic or 
biomarker diagnosis 
according to formal criteria 
(will specify criteria used by 
each study) 
 
FTLD: Neuropathologic or 
biomarker diagnosis 
according to formal criteria 

N/A 
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(will specify criteria used by 
each study) 
 
Cerebrovascular disease: 
Neuropathologic or 
biomarker diagnosis 
according to formal criteria 
(will specify criteria used by 
each study) 
 
AD dementia: Clinical 
diagnosis of dementia 
thought most likely to be 
related to AD pathology 
 
DLB: Clinical diagnosis of 
dementia thought most likely 
to be related to LBD (will 
specify criteria used by each 
study)  
 
bvFTD: Clinical diagnosis of 
dementia thought most likely 
to be related to FTLD (will 
specify criteria used by each 
study)  
 
VCID: Clinical diagnosis of 
dementia thought most likely 
to be related to 
cerebrovascular disease (will 
specify criteria used by each 
study) 
 
Mixed vascular dementia: 
Clinical diagnosis of 
dementia thought most likely 
to be related to the concurrent 
presence of cerebrovascular 
disease and AD (will specify 
criteria used by each study)

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Parkinson’s disease dementia 
 
Rare(r) dementias (i.e., 
dementia not due to one of 
the diagnoses in the inclusion 
criteria) 
 
Dementia due to alternate 
neurologic (e.g. multiple 
sclerosis) or medical (e.g. 
chronic heart disease, chronic 
liver disease) diagnoses  

Population 1. People with dementia 
 

2. Studies including ≥20 
participants

1. Studies including only 
patients with MCI or 
subjective cognitive 
impairment 
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2. Animal/non-human 
studies 

3. Studies including <20 
participants (Question 3 
will consider only 
population-based studies)

Special sub-populations to 
be considered 

Sex (male vs female) 
 
Race/ethnicity 
 
Various age ranges 
- Early-onset (40-64.9 years) 
- Late-onset (65-89.9 years) 
- Oldest old (≥90 years) 

N/A 

Setting Population-based 
Clinic-based 
Subspecialty clinic-based

N/A 

“Intervention” [The “I” of 
the PICO questions – may 
be a test, a prognostic 
factor, a treatment, etc. 
depending on question 
being asked] 

See PICO questions above  

N/A 

Comparison See PICO questions above N/A
Outcomes of interest See PICO questions above N/A
Timing of outcome 
assessment (if relevant) 

As reported by included 
studies

N/A 

Study design Randomized controlled trial 
 
Cohort study 
 
Case-control study 
 
Cross-sectional studies

Animal studies 
Review (except for ref list) 
Meta-analysis 
Case report 
Letters to the editor 
Study protocols 
Opinion pieces, editorials

Publication language All N/A
 1 

Consideration of patient preferences 2 

We will include information on patient preferences regarding the etiologic diagnosis of dementia 3 

through several methods. We will include two panel members with lived experience with 4 

dementia on our panel as well as two advocates associated with the Alzheimer’s Association. 5 

These individuals will represent patient views and preferences throughout the entire guideline 6 
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development process. Three of the four patient representatives were involved in the development 1 

of the draft guideline questions and protocol, and all will be involved in assessing the face 2 

validity of the systematic review and developing recommendations. Additionally, we performed 3 

a literature search using the MESH terms “patient preference” and “dementia” prior to finalizing 4 

the PICO questions. This resulted in 58 abstracts, of which seven were deemed particularly 5 

relevant. The results of these seven articles supports the importance of identifying dementia and 6 

disclosing the diagnosis.9,29-34 No article described patient preferences or suggested PICO 7 

questions that are not currently included in the protocol. These articles will be used to inform 8 

patient preferences during recommendation development. At that time, an updated literature 9 

search for patient preferences relating to the diagnosis of dementia will be performed. Finally, 10 

we will seek comment at both the protocol and guideline stage from advocacy groups 11 

representing the most common causes of dementia, and from the general public. 12 

 13 

Considerations for Special Populations and Multiple Morbidities  14 

There is increasing evidence that age, sex and race/ethnicity may influence the relationship 15 

between clinical findings and dementia etiologies, risk factors for dementia, the sensitivity and 16 

specificity of diagnostic testing, and the response to therapeutic interventions. AAN guidelines 17 

now specifically identify special populations for whom recommendations might possibly be 18 

different. There may or may not be available evidence for these special populations, but the 19 

literature search will specifically look for evidence for efficacy in these populations in addition 20 

to general populations of patients with dementia. Specific to age, evidence will be stratified 21 

where possible and considered separately across patients falling within three pre-specified age 22 

groups: 1) patients with early-onset dementia, including individuals with symptomatic onset <65 23 
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years; 2) patients with late-onset dementia, including individuals with symptomatic onset beyond 1 

65 years; and, 3) the “oldest-old”, including individuals with symptomatic onset in the 10th 2 

decade of life or later. Patients with dementia beginning prior to the age of 40 will be excluded, 3 

arguing that the causes and contributors to dementia in this age group are sufficiently unique to 4 

warrant separate consideration. Our proposed questions will also specifically consider the effect 5 

of additional patient-specific factors on the etiologic diagnosis of dementia (e.g., family history, 6 

personal genetic history, comorbid health issues).  7 

 8 

Literature search strategy 9 

Inclusion and exclusion criteria 10 

Inclusion Criteria:  11 

 General: 12 

o Human studies 13 

o Date: 2001 to present 14 

o Languages: all languages 15 

o Study types: RCTs, prospective cohort studies, retrospective cohort studies 16 

(including case-control studies) with autopsy confirmed diagnoses, population-17 

based epidemiological studies 18 

 Population:  19 

o Patients age ≥40 years 20 

o People with all stages of dementia (e.g., very mild, mild, moderate, severe)  21 

o Studies with  ≥20 patients 22 

 Outcomes: clinical-pathologic correlation (etiologic diagnosis) 23 
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Exclusion Criteria:  1 

 General: 2 

o Animal studies 3 

o Study types: retrospective cohort studies (including case-control series) without 4 

autopsy confirmed diagnoses, case studies, reviews, meta-analyses 5 

 Population 6 

o Patients age <40 years 7 

o Rapidly progressive dementia 8 

o Studies with <20 patients 9 

 Outcomes: those not listed above 10 

 11 

Terms and databases to be used in the literature search 12 

Databases: Medline, Embase, ClinicalTrials.gov 13 

Keywords  14 

a) Key Text words and Index words for the condition or closely related conditions, if 15 

appropriate (linked by the word "OR"):  16 

 Dementia (all stages, including very mild, mild, moderate, severe)  17 

 Cognitive impairment (not mild cognitive impairment),  18 

 Alzheimer disease, Alzheimer disease dementia, Alzheimer dementia 19 

 Lewy body disease (LBD) 20 

 Frontotemporal lobar dementia (FTLD),  21 

 Behavioral variant frontotemporal dementia (dementia due to FTLD, aka by FTD) 22 

 Cerebrovascular disease AND dementia 23 

 Dementia with Lewy bodies (dementia due to LBD, aka DLB) 24 

 Mixed vascular dementia 25 

 Vascular cognitive impairment and dementia (VCID) 26 

b) Key text words for identification of special populations and relevant comorbidities 27 

(linked by the word "OR"):  28 
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No additional keywords will be used. Studies on special populations will be captured 1 

with the listed condition and intervention keywords, and evidence on the defined special 2 

populations will be stratified for analysis.  3 

c) Key Text words and Index words for the intervention (linked by the word "OR"):  4 

Question 2 5 

 Blood tests 6 

 Genetic tests 7 

 EEG 8 

 Structural neuroimaging (brain MRI, CT) 9 

 Polysomnography (sleep studies) 10 

 FDA-approved nuclear imaging studies (including FDG-PET, SPECT, amyloid 11 

PET dopamine transporter imaging 12 

 CSF biomarker 13 

 14 

Question 3  15 

 Mood disorders  16 

 Hypertension 17 

 Diabetes 18 

 Dyslipidemia 19 

 Tobacco and alcohol use 20 

 Sensory changes [hearing and vision loss] 21 

 Sedentary lifestyle 22 

 Obstructive sleep apnea 23 

 Endocrine dysfunction 24 

 Nutritional/vitamin deficiency 25 

 26 

Disclaimer 27 

Clinical practice guidelines, practice advisories, systematic reviews and other guidance published 28 

by the American Academy of Neurology and its affiliates are assessments of current scientific 29 

and clinical information provided as an educational service. The information: 1) should not be 30 

considered inclusive of all proper treatments, methods of care, or as a statement of the standard 31 

of care; 2) is not continually updated and may not reflect the most recent evidence (new evidence 32 
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may emerge between the time information is developed and when it is published or read); 3) 1 

addresses only the question(s) specifically identified; 4) does not mandate any particular course 2 

of medical care; and 5) is not intended to substitute for the independent professional judgment of 3 

the treating provider, as the information does not account for individual variation among 4 

patients. In all cases, the selected course of action should be considered by the treating provider 5 

in the context of treating the individual patient. Use of the information is voluntary. AAN 6 

provides this information on an “as is” basis, and makes no warranty, expressed or implied, 7 

regarding the information. AAN specifically disclaims any warranties of merchantability or 8 

fitness for a particular use or purpose. AAN assumes no responsibility for any injury or damage 9 

to persons or property arising out of or related to any use of this information or for any errors or 10 

omissions. 11 

 12 

Conflict of Interest 13 

The AAN’s Conflict of Interest Policy is available at https://www.aan.com/AAN-14 

Resources/Details/about-the-aan/relationships-and-conflicts-of-interest-policy/. All AAN 15 

guideline authors must meet the stipulations outlined in the policy in order to participate on a 16 

guideline development panel. This policy is further described in the 2017 AAN Clinical Practice 17 

Guideline Development Manual, available at AAN.com/Guidelines/Home/ Development. 18 

 19 
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