
Evolution of the diagnostic criteria for degenerative and
cognitive disorders

Oscar L. Lopeza,b, Eric McDadea, Mario Riverold, and James T. Beckera,b,c

aDepartment of Neurology, Alzheimer’s Disease Research Center, University of Pittsburgh School
of Medicine, Pittsburgh, Pennsylvania, USA
bDepartment of Psychiatry, Alzheimer’s Disease Research Center, University of Pittsburgh
School of Medicine, Pittsburgh, Pennsylvania, USA
cDepartment of Psychology, Alzheimer’s Disease Research Center, University of Pittsburgh
School of Medicine, Pittsburgh, Pennsylvania, USA
dDepartment of Neurology, University of Navarra, Pamplona, Spain

Abstract
Purpose of review—This review describes the evolution of the clinical criteria for Alzheimer’s
disease over the past 25 years, with special emphasis on those recently published that have
incorporated the use of biomarkers.

Recent findings—One of the most important advances in the knowledge of Alzheimer’s disease
was the development of cerebrospinal fluid, PET and MRI biomarkers. These have shown that the
Alzheimer’s disease is present in cognitively normal individuals, suggesting that there is a long
incubation process that precedes the onset of the symptoms. Although there are diagnostic criteria
for Alzheimer’s disease, the National Institute on Aging and the Alzheimer’s Association has
proposed a set of diagnostic criteria oriented to provide a unified vision of the pathological process
from preclinical, to mild cognitive impairment, and to full-blown dementia. These new criteria
take advantage of different biomarkers to support the clinical diagnosis of the different stages of
the disease.

Summary—The new guidelines provide a definition of the dementia syndrome and core
diagnostic features to be used in research and clinical practice, although they caution about the use
of biomarkers, since they still require validation, and the longitudinal interaction and dynamics of
these biomarkers in relationship to the manifestation of the symptoms are not fully understood.
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Introduction
The improvement in life expectancy in practically every population around the world has led
the prevalence of Alzheimer’s disease to rise to epidemic proportions. It is estimated that 6–
7% of the individuals aged above 65 are affected, and Alzheimer’s disease represents 80%
of the dementia in this age group [1]; approximately 45% of the population aged above 85
have dementia [2]. Therefore, there are continuing efforts to better understand the
physiopathology of the disease and to develop therapies, for which it is essential to have
accurate and reliable clinical diagnoses.

As the search for useful diagnostic criteria moves towards the earliest manifestations of the
disease, it is increasingly important to explicitly distinguish between the neuropathological
disease – in this case Alzheimer’s disease –and its clinical manifestation (i.e. mild cognitive
impairment, dementia). Thus, the goal of the clinical criteria has been to maximize the
likelihood of identifying the pathological disease. This is critical to bear in mind, and to
recall that it has only been in the past 10–15 years that increasingly valid biomarkers for
Alzheimer’s disease have been developed.

During the past 30 years specific diagnostic criteria for Alzheimer’s disease have allowed
researchers to conduct pathological and clinical studies, and to compare incidence and
prevalence of dementia across multiple populations. Here we will discuss the evolution of
the clinical diagnosis of Alzheimer’s disease, especially the newly published criteria that
incorporate the use of biomarkers [3•].

Dementia
The first step in the diagnostic process of Alzheimer’s disease is to determine whether a
patient is actually demented. Although the syndrome of dementia has been described in
medical writings for centuries [4], at the time that Alzheimer described his case, the concept
of dementia involved behavioral and cognitive symptoms [5], and there was an emphasis on
nondegenerative causes (e.g. neurosyphilis). Over time, the central component of the
syndrome shifted towards cognitive symptoms, and the presumed cause evolved primarily
from nondegenerative diseases to atherosclerosis to neurodegeneration, and to a better
appreciation of the variety of pathologies that result in dementia [6].

Over the past 30 years, the bases of the cognitive syndrome of dementia have been driven by
the criteria proposed by the Diagnostic and Statistical Manual of Mental Disorders (DSM)
[7–10] (see Table 1); for the diagnosis of dementia there must be impairments in memory
and one additional cognitive domain. These cognitive deficits can cause significant
impairment in social or occupational functioning, and represent a significant decline from
previous levels of functioning. These DSM criteria are still being used in clinical practice
and research, although it is expected that there will be major modifications in the fifth
edition of the manual in 2013.

The International Classification of Disease (ICD-10) has a more strict definition for
dementia, requiring that memory and abstract thinking, judgement and problem solving all
are impaired, as well as one additional cognitive domain. Although these criteria have a high
specificity for dementia, they have low sensitivity because cases with mild disease are
missed. For example, in one study, the prevalence of dementia by DSM-IV was 13.7%,
whereas using ICD-10 it was only 3.1% [11].

Because not all dementia patients experience memory deficits as the initial symptom, it
seems reasonable that the definition of dementia should be less restrictive [12]. For example,
since 1984, the Alzheimer’s Disease Research Center at the University of Pittsburgh has
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required impairments in two cognitive domains for the diagnosis of dementia, but these do
not have to include memory functions [13]. Using these criteria, we have a sensitivity of
98% and specificity of 88% relative to autopsy [13]. The recently developed National
Institute on Aging – Alzheimer’s Association (NIA-AA) criteria for all-cause dementia takes
a similar approach requiring deficits in any two of the following domains: memory,
judgement/problem-solving, visuospatial, language, and behavior (e.g. agitation) [3•].

Dementia and Alzheimer’s disease
Although the memory-centric DSM criteria seemed the perfect fit for the diagnosis of
Alzheimer’s disease, they lack sensitivity for Alzheimer’s disease syndromes [14–16] and
other dementias (e.g. frontotemporal) that do not present with memory deficits [17]. Even
Alzheimer’s disease cases without focal cognitive deficits can have a relative preservation of
their memory functions [18]; 7% of the Alzheimer’s disease cases can have normal verbal
and nonverbal memory, and 6% can have normal verbal memory with abnormal nonverbal
memory (see Fig. 1). This point is particularly important for clinicians and epidemiologists
as it points out the diagnostic problems when only verbal memory measures are used for
diagnosis.

Evolution of the diagnostic criteria for Alzheimer’s disease
The concept of the chronic organic brain syndrome codified in the DSM in 1952 [19] and
DSM-II in 1968 [20] evolved to current criteria for dementia and Alzheimer’s disease in the
third [7] and subsequent editions (DSM-III-R, DSM-IV and DSM-IV-TR) [8–10], and to the
1984 NINCDS-ADRDA clinical criteria [21]. What was critical about these latter criteria,
and is often forgotten, is that they ranked the diagnosis in terms of the certainty that the
dementia actually was caused by Alzheimer’s disease pathology. The grade of certainty
‘Definite Alzheimer’s disease’ was reserved for cases with neuropathological confirmation
(usually at autopsy). ‘Probable Alzheimer’s disease’ was the term used to describe the
clinical syndrome most likely expected in the context of Alzheimer’s disease, whereas
‘Possible Alzheimer’s disease’ was used when the patient had the core clinical symptoms for
Alzheimer’s disease but there was evidence of other disease processes that in and of
themselves could account for the cognitive deficits.

As the clinical criteria for Alzheimer’s disease become more specific, investigators began to
test the validity of these multiple research diagnostic criteria. The sensitivity of the clinical
diagnosis of Alzheimer’s disease tended to be higher when more detailed clinical criteria
were used, and when the study was conducted in referral clinics [13,22–38] compared to
population [39–41] or hospital-based studies [42–44] (see Table 2). However, the increased
knowledge of the Alzheimer’s disease phenotype and the introduction of clinical criteria for
other dementia syndromes in the 1990s [45–50] resulted in an increase in the accuracy of the
diagnosis of Alzheimer’s disease. Although the sensitivity of the clinical diagnosis for
Alzheimer’s disease improved after 1990, the specificity improved dramatically (Table 2).
One study simultaneously tested the diagnostic criteria for neurodegenerative dementias
[Alzheimer’s disease, progressive supranuclear palsy, Lewy body dementia (LBD),
frontotemporal dementia (FTD)], and found good sensitivity and specificity for all except
LBD (low sensitivity and high specificity) (see Fig. 2) [51]. This was also reflected in large
longitudinal series; for example, the specificity for Alzheimer’s disease at the ADRC of
Pittsburgh rose to 88% in the 1990s [13] (Fig. 3).

Revised NINCDS-ADRDA criteria for probable Alzheimer’s disease
The increased knowledge of the natural history of Alzheimer’s disease, the development of
positive bio-markers, and the need to better characterize Alzheimer’s disease patients in the
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earliest, even predementia stage led to a proposed modification of the criteria for probable
Alzheimer’s disease [52]. The proposed criteria require the presence of gradual and
progressive change in memory function, characterized by deficits in memory storage [53].
These criteria elevated the importance of biomarkers and genotypes to support the diagnosis
of Alzheimer’s disease by requiring that the Alzheimer’s disease phenoptype should include
one of the following: atrophy in the medial temporal lobe structures in the MRI, an
abnormal cerebrospinal fluid (CSF) study, an ‘Alzheimer’s disease pattern’ on positron
emission tomography (PET) studies [i.e. 2-[18F]-fluoro-2-deoxy-D-glucose (FDG) or with
amyloid ligands], or the presence of an autosomal dominant mutation in the immediate
family.

These revised criteria also addressed the issue of prodromal or preclinical Alzheimer’s
disease; these mildly affected patients can be classified as probable Alzheimer’s disease
when they have an isolated memory deficit and at least one of the biomarkers described
above. The term ‘definite’ Alzheimer’s disease was again used for patients with
pathologically confirmed Alzheimer’s disease, and those living patients with Alzheimer’s
disease clinical symptoms and genetic evidence of Alzheimer’s disease (mutations in
chromosome 1, 14, or 21).

NIA-AA criteria for Alzheimer’s disease
Following the publication of the revised criteria for probable Alzheimer’s disease, the NIA
and the Alzheimer’s Association organized a workgroup to revise the entire NINCDS-
ADRDA criteria by integrating advances in the knowledge of the disease into the decision
tree, and to provide general practitioners with the tools to make the diagnosis at the bedside.
These NIA-AA criteria retained the degrees of certainty that the clinical syndrome
represented the neurodegenerative condition, that is probable and possible Alzheimer’s
disease (see Table 3).

The NIA-AA criteria for dementia require deficits in two cognitive domains, not necessarily
memory, and they also included a description of each domain for use in clinical practice.
This is an improvement over the NINCDS-ADRDA criteria that stated that the dementia
syndrome was present only when patients had deficits in two cognitive domains, but they
were less clear whether memory had to be affected. This type of broader definition of
dementia provides higher sensitivity and specificity for the Alzheimer’s disease diagnosis
[13].

The inclusion of biomarkers in the criteria brings to the classification of Alzheimer’s disease
aspects of its pathophysiology (see also [52]). Low amyloid (A)β-42 and high tau protein
levels in CSF [54,55], decreased cerebral metabolism [56], decreased mesial temporal and
parietal lobe volumes [57,58], and increased amyloid deposition in the brain with PET
amyloid ligands [59] have been replicated in multiple studies. It is believed that these
biomarkers measure two aspects of the disease: amyloid deposition (i.e. low CSF Aβ-42
levels and positive PET amyloid imaging), and neuronal damage (i.e. high tau protein levels
in CSF, decreased cerebral glucose metabolism, and disproportionate temporal/parietal
atrophy). However, there is still a lack of standardization of the technologies and limited
access to them by the medical community. For example, there is a large standard deviation
in CSF tau and Aβ-42 levels in cases with definite Alzheimer’s disease [60], and whereas
volumetric MRI studies have consistently showed that specific areas of the brain are affected
in Alzheimer’s disease and mild cognitive impairment (MCI) [61], visual MRI ratings have
shown poor accuracy and inter-rater reliability [62] (cf. [63]). Therefore, biomarkers are, at
present, most useful for research or clinical trials, or in limited clinical circumstances.
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The original NINCDS-ADRDA criteria assumed that Alzheimer’s disease occurred in the
40–90 years age range and that patients with age of onset below 65 should be considered a
separate subgroup – both of these were rejected by the new criteria. Considering age as a
part of the diagnostic criteria had been a holdover from the 1960s–1970s when Alzheimer’s
disease was a presenile syndrome and dementia after age 65 was referred to as senile
dementia of Alzheimer’s type, and there was little knowledge about the prevalence of
dementia in the old-old (age >85). It is now clear that the neuropathology and clinical
presentation of Alzheimer’s disease is unrelated to age [64,65], and that the central
underlying pathology is similar in familial cases with early (age <40 years) and late-onset
Alzheimer’s disease [66,67].

Possible Alzheimer’s disease
The term ‘possible Alzheimer’s disease’ was used for patients with atypical presentation or
clinical course, when another disease process that could cause cognitive disorders was
present, or when there was present a progressive deficit in a single cognitive domain [21].
The NIA-AA criteria have redefined this classification, and considered possible Alzheimer’s
disease when the patient has sudden onset of symptoms; insufficient historical detail to
document progression of symptoms; evidence of concomitant disorders; or, medication use
that can affect cognition. It should be noted that possible Alzheimer’s disease can evolve to
probable Alzheimer’s disease if the concomitant condition resolves in the context of
progressive dementia.

The NIA-AA criteria also recognize that two conditions that can cause dementia may
coexist. Patients with core Alzheimer’s disease features may have signs and symptoms of
other neurodegenerative processes (e.g. LBD), and patients with dementia syndomes (e.g.
FTD) can have the biomarkers for Alzheimer’s disease. This approach is used successfully
in research clinics where patients were classified primarily based on the NINCDS-ADRDA
clinical criteria for Alzheimer’s disease, and secondarily according to the specific diagnostic
criteria for other disease processes (e.g. DLB) [68].

The original NINDCS-ADRDA criteria classified patients with deficits in a single cognitive
domain as possible Alzheimer’s disease; this has been revised by the NIA-AA criteria, and
these patients are now classified as MCI. However, these new criteria recommend that when
there is significant interference in the ability to function, clinicians should use their own
judgment to distinguish MCI from a dementia syndrome when only a single cognitive
domain affected. This change in the use of possible Alzheimer’s disease has important
conceptual implications, perhaps the most important of which is that it assumes that MCI is
preclinical Alzheimer’s disease.

Mild cognitive impairment
As patients progress to dementia they go through a state of mild cognitive deficit, and
multiple diagnostic criteria have been proposed to characterize this transitional state [69–
74]. The MCI with memory loss is the most similar to Alzheimer’s disease, and these
patients are the most likely to develop Alzheimer’s disease [75]. However, epidemiological
studies have shown that the ‘pure’ MCI-amnestic-type (i.e. idiopathic amnesia) has a low
prevalence in the general population compared to those patients with a much wider range of
cognitive impairments [76,77], and MCI patients without memory deficits can also progress
to Alzheimer’s disease [78]. The initial memory-based criteria for MCI [75] were expanded
in 2004 to include all the possible cognitive manifestations of the syndrome (see Table 4)
[79,80].
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The NIA-AA criteria for MCI were developed primarily to identify a syndrome that had a
high likelihood of being caused by Alzheimer’s disease pathology [81•] and are reminiscent
of what had been referred to as ‘very mild Alzheimer’s disease’ [82,83]. These criteria state
that there must be evidence of impairment in one or more cognitive domains, typically
including memory, and there are groupings only for patients with memory impaired or
memory + other cognitive domains. The criteria maximize the likelihood that the syndrome
is associated with Alzheimer’s disease by explicitly ruling out vascular, traumatic, or other
causes of mild central nevous system dysfunction. However, given that all Alzheimer’s
disease patients do not have memory loss at initial presentation, and that memory loss may
not be the most severe deficit, this is a limiting aspect of the criteria.

The foundation of the recent NIA-AA MCI guidelines is the core clinical criteria (see Table
4). The general structure retains that established over the past 10 years but clarifies a few
points to reflect the evolution of the MCI paradigm. Included in this are: the emphasis that a
subjective cognitive complaint or change can come from the patient, an informant or the
physician observing the patient; independence in functioning remains necessary but
examples of mild changes in more ‘complex functional tasks’ that may be affected are
provided; impairment in one or more cognitive domains, although episodic memory is
emphasized as being the most commonly associated with the development of Alzheimer’s
disease. Additional support for the diagnosis of MCI is provided when there is evidence of a
decline on serial testing.

Whereas the identification of the ‘pure Alzheimer’s disease’ form of MCI is critical for
research studies and clinical trials, the reality is that MCI patients with multiple
comorbidities are the most common in clinical practice and they also progress to
Alzheimer’s disease at the same rate as those without comorbidities [78]. Thus, even in the
presence of a disease process that could explain the MCI syndrome, there is frequently an
underlying neurodegenerative process that will eventually lead to the dementia symptoms.
In this case the biomarkers have a critical role in identifying Alzheimer’s disease patients in
the context of other pathologies, and thus improving treatment and management.

The use of biomarkers in the classification of MCI not only supports the presence of the
Alzheimer’s disease pathology, but also increases the likelihood that the progression to
dementia will occur within a relatively short period of time [84–87]. The NIA-AA criteria
graded the certainty that the MCI is due to Alzheimer’s disease as follows: high likelihood:
when both beta amyloid and neuronal damage biomarkers are present; intermediate
likelihood: when the core clinical symptoms are present and there is a single positive
biomarker, either amyloid deposition or neuronal damage; and unlikely due to Alzheimer’s
disease: neither types of biomarkers are positive. However, the authors cautioned against the
use of combination biomarkers until more experience is gained in this respect. Indeed, the
Alzheimer’s Disease Neuroimaging Initiative found that over a short term, single marker
models were as effective as multiple marker models, and their accuracy was only 64% [88].

Preclinical Alzheimer’s disease
The pathology of Alzheimer’s disease likely starts decades before the onset of the clinical
syndrome, and cognitively normal elderly individuals who later develop Alzheimer’s disease
have a different cognitive performance than those who do not [89,90]. Pathological [91,92]
and amyloid imaging studies [93,94] find cognitively normal individuals with Alzheimer’s
disease neuropathology. The NIA-AA work group position is that Alzheimer’s disease is a
pathological–clinical continuum that starts with the amyloid deposition in cognitively
normal individuals and gradually progresses to clinical dementia [95•]. Therefore, three
disease stages were proposed: stage 1: normal cognition with positive cerebral amyloidosis
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by CSF or amyloid ligand studies, and with normal markers of neuronal damage; stage 2:
normal cognition with cerebral amyloidosis and markers of downstream neurodegeneration;
and stage 3: subtle cognitive change with cerebral amyloidosis and markers of
neurodegeneration. The latter stage includes individuals who are in the borderzone between
normal and MCI; ‘not normal’ and ‘not MCI’.

There are limitations in the preclinical staging because the cause of Alzheimer’s disease is
complex, and the majority of the existing data are from cross-sectional or short-term follow-
up studies. It is still not clear whether there is a single sequence of events in the pathological
cascade during the preclinical phase. The central pathological event appears to be amyloid
deposition, and this should precede damage to neurons. However, cognitively normal
individuals aged 50–65, APOE-4+, have decreased cerebral metabolism in the brain regions
usually affected by Alzheimer’s disease [96]. Thus, amyloid deposition and neuronal
damage can progress in parallel, although the critical multimodal longitudinal data are
lacking.

Conclusion
There have been significant advances in the understanding of the Alzheimer’s disease
phenotype. The incorporation of biomarkers to clinical diagnostic criteria is a major step
forward in research and clinical practice. However, studies to validate the new criteria will
be difficult to perform due to the need for large numbers of individuals with biomarkers, and
waiting for autopsy data. Nevertheless, small studies have been conducted, and a recent
radiological–pathological study conducted in 26 institutionalized dementia patients showed
that an amyloid ligand had 96% accuracy for Alzheimer’s disease [97].

It is not clear whether there is a single or multiple underlying causes of Alzheimer’s disease,
and consequently a single specific biomarker may not be possible. However, the clinical
observations conducted over the past 30 years have led to the development of clinical
criteria that can detect the underlying disease with high accuracy. The inclusion of
biomarkers and the characterization of a prodromal Alzheimer’s disease phenotype represent
an important step forward in the new conceptualization of the diagnosis of the disease. The
strict clinical definition makes these criteria suitable for research purposes in which
homogeneous groups are needed. By including these biomarkers, we can constrain the
patients who are included in clinical trials, and maximize the likelihood that we are studying
only Alzheimer’s disease pathology. However, with the increased reliance on such
biological tools, it is critical to remember the admonition of German Berrios [6]:

So, paradoxically, the more that scientific detail has accumulated on Alzheimer’s
disease, the more elusive the ‘illness’ has become. In an effort to make it a separate
entity, the creators of the disease may have narrowed its clinical boundaries unduly,
so that current research workers are trapped in the vicious circle of only finding
what they themselves put there in the first place’ (p. 7).
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Key points

• The evolution of the clinical criteria for Alzheimer’s disease has improved
significantly the sensitivity and specificity for the disease.

• The use of biomarkers improves detection of the Alzheimer’s disease pathology
before the development of the symptoms of dementia.

• The use of biomarkers is limited to research studies and clinical trials at this
time.
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Figure 1.
Material-specific memory loss in 194 patients with the diagnosis of probable Alzheimer’s
disease
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Figure 2.
Accuracy of four clinical diagnostic criteria for the diagnosis of neurodegenerative
dementias
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Figure 3.
Sensitivity and specificity for Alzheimer’s disease using standardized clinical criteria at the
Alzheimer’s Disease Research Center of Pittsburgh
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Table 1

Cognitive features of different dementia criteria used for clinical practice and research

Impairments
DSM-III (1980) to
DSM-IV-TR (2001) ICD-10 (1994) NIA-AA (2010)

ADRC of
Pittsburgh (1984)

Memory + one cognitive domain Yes

Memory + two domainsa Yesa,b

Two domains or more, not necessarily memory
impaired

Yesc Yes

ADRC, Alzheimer’s Disease Research Center.

a
Memory (verbal + nonverbal) + abstract thinking, judgment and problem solving + other cognitive domain.

b
Behavioral symptoms strengthen the diagnosis.

c
One of the domains could be behavioral abnormalities.
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Table 2

Sensitivity and specificity for Alzheimer’s disease before and after 1990a

Authors Clinical criteria Number of cases Sensitivity Specificity

Before 1990

 Todorov et al. (1975) [43] Clinical diagnosis 726 43% 19%

 Mölsa et al. (1985) [44] Clinical diagnosis 58 71% 73%

 Alafuzoff et al. (1987) [42] DSM-III 55 63% N/A

 Wade et al. (1987) [30] Standardized criteria 65 87% 78%

 Joachim et al. (1988) [27] Standardized criteria 150 87% N/A

 Boller et al. (1989) [23] NINCDS-ADRDA 54 95% 33%

After 1990

 Kukul et al. (1990) [28] NINCDS-ADRDA 62 92% 65%

DSM-III 76% 80%

 Jellinger et al. (1990) [25] NINCDS-ADRDA 675 85% N/A

 Burns et al. (1990) [22] NINCDS-ADRDA 50 84% N/A

 Mendez et al. (1991) [29] Clinical diagnosis 394 88% N/A

 Kazee et al. (1993) [33] NINCDS-ADRDA 123 98% 69%

 Galasko et al. (1994) [26] NINCDS-ADRDA 151 86% N/A

 Blacker et al. (1994) [24] NINCDS-ADRDA 60 81% 73%

 Gearing et al. (1995) [34] NINCDS-ADRDA 106 87% N/A

 Kosunen et al. (1996) [31] NINCDS-ADRDA 56 96% N/A

 Jobst et al. (1998) [35] NINCDS-ADRA 151 96% 61%

DSM-III-R 51% 97%

 Nagy et al. (1998) [36] NINCDS-ADRA 73 98% 61%

 Holmes et al. (1999) [39] NINCDS-ADRDA 80b 66% 75%

 Lim et al. (1999) [40] NINCDS-ADRDA 134b 75% 54%

 Massoud et al. (1999) [37] NINCDS-ADRDA 63 98% 84%

 Lopez et al. (2000) [13] NINCDS-ADRDA 295 98% 88%

 Petrovich et al. (2001) [41] NINCDS-ADRDA 79b 87% N/A

 Hogervorst et al. (2003) [38] NINCDS-ADRDA 204 92% 69%

N/A, not available.

a
Clinicopathological studies with 50 or more patients.

b
Population-based study.
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Table 3

Relevant aspects of the NINCDS-ADRDA and NIA-AA diagnostic criteria for Alzheimer’s disease

NINCDS-ADRDA (1984) NIA-AA (2011)

Dementia criteria Not provided Provides criteria for all-cause dementia

Probable AD

 Dementia diagnosis Impairments in two cognitive domains based on
clinical exam and documented by cognitive testing [1]

Impairments in two cognitive domains, and
expands the definition on the nonmemory forms of
AD (language, visuospatial, executive) [1]

 Onset and progression Progressive worsening of memory symptoms and
other cognitive functions [1]

Insidious onset and clear-cut history of worsening
of cognition by report or observation [1]

 Comorbid systemic or
neurological disorders

Absence of systemic or neurological disorders that in
and of themselves could account for the cognitive
deficits [1]

Absence of cerebrovascular disease or other
neurological, nonneurological comorbidities or use
of medication that could have substantial effect on
cognition [1]

 Age Between ages 40 and 90 [1] No age limitation

 Behavioral and neurological
symptoms

Altered pattern of behavior and mood-related
disorders (e.g. depression), increased muscle tone,
myoclonus, gait disorders

Mood-related and behavioral symptoms are
considered a ‘domain’ in the definition of dementia

 Level of consciousness The diagnosis of AD cannot be made in patients with
delirium, drowsiness, stupor/coma, or other
abnormality that prevent adequate evaluation.

Symptoms cannot be explained by delirium or other
major psychiatric disorder

 Laboratory test Normal lumbar puncture and blood tests. CT scan
normal or with atrophy

Not stated

 Biomarkers Not available in 1984 MRI, PET, and CSF studies. Any biomarker
positive increases the certainty of AD in patients
with probable AD. Recommended only for research
purposes or clinical trials

 Familial forms Familial history of similar disorders, particularly if
confirmed by autopsy supports the diagnosis of AD

Evidence of a causative gene (APP, PSEN1, and
PSEN2) increases the likelihood of AD pathology.
The APOE-4 allele is not sufficiently specific to be
considered in this category

Possible AD

 Comorbid conditions Presence of systemic or neurological disorders that in
and of themselves could account for the cognitive
deficits, which is not considered to be the cause of the
dementia

Meets clinical criteria for AD but there is
cerebrovascular disease, or other neurological or
non-neurological comorbidities, or use of
medication that could have substantial effect on
cognition

 Atypical presentations Presence of variations in the presentation, onset, or
clinical course

Presence of atypical course, sudden onset, or there
is insufficient historical detail or documentation of
progressive decline

 Single cognitive domain Presence of a single cognitive deficit in the absence of
other identifiable cause

Replaced by MCI

 Non-AD phenotype Not addressed At least two biomarker categories positive (Aβ
CSF, tau CSF, PET, or MRI) to support the
presence of underlying AD pathology

AD, Alzheimer’s disease; CSF, cerebrospinal fluid; MCI, mild cognitive impairment.
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