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4. Probable AD dementia: Core clinical criteria

4.1. Probable AD dementia is diagnosed when the patient

1. Meets criteria for dementia described earlier in the
text, and in addition, has the following characteristics:

A. Insidious onset. Symptoms have a gradual onset over
months to years, not sudden over hours or days;

B. Clear-cut history of worsening of cognition by report
or observation; and

C. The initial and most prominent cognitive deficits are
evident on history and examination in one of the fol-
lowing categories.

a. Amnestic presentation: It is the most common
syndromic presentation of AD dementia. The defi-
cits should include impairment in learning and
recall of recently learned information. There should
also be evidence of cognitive dysfunction in at least
one other cognitive domain, as defined earlier in the
text.

b. Nonamnestic presentations:

Language presentation: The most prominent def-
icits are in word-finding, but deficits in other
cognitive domains should be present.
Visuospatial presentation: The most prominent
deficits are in spatial cognition, including object
agnosia, impaired face recognition, simultanagno-
sia, and alexia. Deficits in other cognitive domains
should be present.

Executive dysfunction: The most prominent def-
icits are impaired reasoning, judgment, and prob-
lem solving. Deficits in other cognitive domains
should be present.
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% B EZ=HEE (PCA)

Control

(m, 59y) Is it neurodegenerative? 1. Insidious onset

ASL - Cerebral
blood flow

FDG - glucose
metabolism

Does the patient also meet core criteria for
another neurodegenerative syndrome?

MRI - atrophy

Classification Level 2:

Are biomarkers available and conclusive?
[solid ovals: existing biomarkers; dashed ovals

Florbetapir - biomarkers pending)

amyloid

deposition Classification Level 3:

Crutch et al. Alzheimers Dement 2017

2. Gradual progression
3. No other cause (e.g. tumor, vascular disease

Is it preferentially posterior? Fulfills PCA core clinical/cognitive features
+/- supportive evidence of predominant
occipital, parietal and/or occipitotemporal
atrophy/dysfunction on brain imaging

Classification Level 1:

Yes
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Figure 2. Prevalence of neuropsychiatric symptoms in patients with posterior cortical atrophy or Alzheimer disease. BPSD indicates Behavioral

and Psychological Symptoms of Dementia; AMB, Aberrant Motor Behavior; NBD, Nighttime Behavioral Disturbance; PCA, Posterior Cortical
Atrophy; AD, Alzheimer disease.

Isella et al. J Geriatr Psychiatry Neurol 2015.
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AD continuum® EsERJEHA

Stage 1: BRABEREDLIERE
TAEEEORBELEHRL
1TEIDIEER B R U

Stage 2: BBAIREREIIIER

LET K D [ERAEEEIME T U TWBHIEE
FERIFBAEEEET ? (LW BSCD)
RETHEEHD ? (LWokdS5MBI)

Stage 3: RHFERETE S
HEAREIXEIL (LWokdBMCI)

Stage 4-6: BE/PEE/EEFRHILE

Jack et al. Alzheimer Dement 2018, Avila-Villanueva et al. Front Aging Neurosci 2017

Cognitive status

ol Coirkihse Fart
==== Subjective Cognitive Decline

>

Prodromal AD

S N
Preclinical AD p ‘Dementia b
A ,,e"'?

A

Progression of Alzheimer’s disease
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MCI

Factor Factor Factor Factor

1:psychosis 2:anxiety 3:agitation 4:apathy
Agitation 0.019 0.163 0.546 —0.107
Irritability 0.013 —0.149 0.796 0.135
Disinhibition 0.234 —0.031 —0.015 0.118
Anxiety 0.103 0.390 —0.169 0.257
Appetite 0.049 0.130 0.232 0.310
Depression —0.004 —0.100 0.010 0.358
Apathy —0.047 0.180 0.013 0.721
NTB 0.224 0.451 —0.051 0.194
AMB —0.128 1.034 0.105 —0.186
Hallucinations 1.034 0.031 0.031 —-0.112
Delusions 0.671 —0.007 0.013 0.028

Kanemoto et al. Int Psychogeriatr 2025
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Negative correlation between Negative correlation between
Apathy factor and cerebral volume

TFCE p < 0.05 with FWE correction Kanemoto et al. Int Psychogeriatrics 2025
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Table 2
Results of the cox proportional hazards regression models with
a forced entry method. Hazard ratio of dementia in MBI, MCI

without MBI, SCD without MBI, sleep disorder, and depressive
episode were estimated compared to other diagnoses excluded
these diagnoses
Variable Hazard 95% confidence p value
ratio interval
MBI 8.07 4.34-15.03 <0.001
MCI without MBI 7.05 3.50-14.21 <0.001
SCD without MBI 6.81 1.99-23.27 0.002
Sleep disorder 0.71 0.09-5.41 0.744
Depressive episode 1.40 0.63-3.13 0.407
Age 1.10 1.07-1.13 <0.001
Male 0.84 0.48-1.46 0.536

Matsuoka et al. J Alzheimers Dis 2019
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Months

Fig. 1. The results of Kaplan-Meier survival analysis in MBI,
MCI without MBI, SCD without MBI, nonorganic sleep disorder,
depressive episode, and other diagnoses excluded these diagnoses.
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Dementia—free survival probability
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Hazard ratios for progression to AD

MBI-1: DECREASED DRIVE/MOTIVATION
MBI-2: EMOTIONAL DYSREGULATION
MBI-3: IMPULSE DYSCONTROL

MBI-4: SOCIAL INAPPROPRIATENESS

MBI-5: PSYCHOSIS

FIGURE 2 Hazardratios (HRs) and 95% confidence intervals (Cis) for progression to Alzheimer’s disease (AD) for each mild behavioral
impairment (MBI) domain, after adjusting for covariates. For MBI-1 (Decreased Drive/Motivation), HR = 1.77 (95% Cl: 1.47 to 2.14, Wald

X2 =35.22,P =.001); 14% (N = 59) of those positive for MBI-1 progressed to AD. For MBI-2 (Emotional dysregulation), HR = 1.35 (95% Cl: 1.18 to
1.54, Wald X2 = 18.45, P <.001); 8% (N = 144) progressed to AD. For MBI-3 (Impulse dyscontrol), HR = 2.01 (95% Cl 1.75 to 2.32, Wald X2: 97.07,
P <.001); 9% (N = 124) progressed to AD. For MBI-4 (Social inappropriateness), HR = 2.25 (95% Cl: 1.67 to 3.03, Wald X2: 28.60, P < .001); 11%
(N = 25) progressed to AD. For MBI-5 (Psychosis), HR = 6.49 (95% Cl: 4.51 to 9.34, Wald X2: 101.47,P < .001); 17% (N = 14) progressed to AD
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